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TREATMENT OF ECLAMPSIA 


‘ Henry B. Turner, M.D., Oliver DeLozier, M.D. 


Frank E. Whitacre, M.D., Memphis 


Although the specific etiology of toxemia of pregnancy 
has not yet been revealed, the disturbed physiological 
processes involved in this symptom complex can be 
treated successfully. It has been shown repeatedly that 
in toxemia there is a disturbed water metabolism that 
seems to be closely related to sodium ion retention.’ Thus 
is explained, in part, the excessive weight gain, the 
edema, and possibly the oliguria so commonly observed 
in this condition. 

The hypertension of toxemia, and probably also the 
albuminuria, are manifestations of the angiospastic proc- 
ess that affects the arterioles throughout the body, as well 
as those of the kidney. Arteriolar spasm can be observed 
in the eyegrounds, and studies of renal hemodynamics 
have demonstrated that the afferent glomerular arteriole 
is also involved.’ The relationship between these changes 
and those previously mentioned as related to water re- 
tention are probably close, but for purposes of discussion 
they are more easily treated as separate factors. 

For several years at the University of Tennessee and 
the John Gaston Hospital we have been interested in the 
hypertensive or angiospastic component of toxemia, and 
as a result have directed our therapy of eclampsia along 
these lines. This approach seemed reasonable-to us, for 
of four deaths from eclampsia before January, 1950, 
three were related directly to intracranial hemorrhage on 
the basis of hypertension. 

In regional nerve block a potent method of controlling 
hypertension was discovered, and by employing certain 
techniques to permit continuous administration of the 
anesthetic agent, blood pressure could be reduced and 
maintained at more desirable levels. Using, therefore, the 
modified combined therapy advocated by Dieckmann, 
along with regional nerve block in indicated cases, a ma- 
ternal mortality rate of 4% was obtained. Complacent in 


our achievement of reducing a mortality rate that at one 
time stood as high as 26% in the same hospital.’ we 
failed to appreciate completely the factor of altered water 
physiology in these cases until our attention was directed 
to the work of McPhail.’ 

It should be obvious that the edematous toxemic pa- 
tient who begs for water, with dry tongue and oliguria, is 
in reality dehydrated. Such is actually the case, for it has 
been demonstrated that in spite of extracellular edema 
these patients suffer from cellular dehydration that is 
relieved only by administration of fluids. Furthermore. 
Chesley has found that the incidence of toxemia was 
lowered in a group of patients who had restricted salt and 
forced fluid intakes. On the basis of these facts, a revised 
therapeutic regimen was drawn up, and a series of cases 
studied between Jan. 15, 1950, and April 15, 1951. It is 
the purpose of this report to compare this recent group 
of 50 cases of eclampsia with an earlier group of 100 
cases in which the treatment was by the modified com- 
bined technique and regional nerve block. 


MATERIAL 


Between Nov. 1, 1945 and Jan. 15, 1950, a total ot 
100 patients with eclampsia were treated at the John 
Gaston Hospital, during a period when there were 
13,197 deliveries. Our incidence of eclampsia, therefore, 
is 0.75%. 

Of these 100 patients, 70 were primiparas, further at- 
testing to the well-known fact that eclampsia is a disease 
principally affecting women in their first pregnancy. Of 
even greater interest is the large number (40) of patients 
who had no prenatal care. This is universally the experi- 
ence in large charity hospitals, where many of the most 
critically ill patients have never been seen in the prenatal 
clinic, often being brought in from outlying rural areas 
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following a convulsive seizure. The importance of pre- 
ventive measures is thus emphasized, and the possible 
etiological role of malnutrition is suggested. 

In this group of 100 cases of eclampsia, there were 
four deaths. Of these, three resulted from intracranial 
hemorrhage and one from heart failure. Four of the 100 
women had had eclampsia previously. Of a total of 107 
infants, including 7 sets of twins, 82 babies left the hos- 
pital alive and well. Sixteen infants were stillborn, and 
nine died neonatally. 

Treatment in this early group was along accepted lines, 
employing barbiturates for sedation, intramuscular ad- 
ministration of a 50% solution of magnesium sulfate, 
and intravenous administration of 20% glucose solution 
as a diuretic agent. Rarely was more than a total of 2,000 
ce. of fluid given within 24 hours by vein or by mouth. 
Regional nerve block was instituted when the blood pres- 
sure was not adequately controlled, or when restlessness 
or convulsions persisted in spite of conservative therapy. 
Of the 100 patients, 66 received nerve block in the form 
of continuous caudal or continuous spinal anesthesia, and 
no complications, recent or remote, occurred. 

The method of delivery was adapted to the individual 
case, and for the entire group deliveries were by the fol- 
lowing methods: 


Diihrssen'’s incisions and low forceps............ 1 


Beginning Jan. 15, 1950, a revised therapeutic routine 
for the care of eclamptic patients was drawn up, embody- 
ing previously proved methods of therapy, plus methods 
to overcome the altered water metabolism as mentioned 
above. It may be outlined as follows: 


The head of the bed should be elevated 18 in. (45.7 cm.), and 
the patient should be turned every hour until conscious. The 
carbon dioxide combining power, nonprotein nitrogen, and total 
and fractional protein levels of the blood should be determined. 
A hematocrit reading should be made, and the blood typed and 
cross-matched. An indwelling catheter should be inserted, and 
the fluid intake and output recorded every six hours. 

Amobarbital (amytal*) sodium should be given intravenously 
in doses of 3.75 to 7.5 grains (230 to 500 mg.) for initial sedation. 
Subsequently phenobarbital sodium in doses of 3 grains (0.2 gm.) 
should be given intramuscularly every six hours. If other sedation 
is needed, 4 cc. of a 50% solution of magnesium sulfate may be 
administered intramuscularly every four hours for a total of 
six doses. 

Every six hours 1,000 cc. of a 5% solution of dextrose in dis- 
tilled water should be given intravenously by the Murphy 
method at the rate of 60 drops per minute. Oxygen should be 
given by a nasal catheter at the rate of 6 liters per minute. Every 
three hours 100,000 units of penicillin in an aqueous solution 
may be administered intramuscularly if the patient is comatose 
or febrile or if the membranes are ruptured. No ergonovine 
(ergotrate*) maleate, diethylstilbestrol, or ice caps are used 
during or after delivery. Oxytocin injection (pitocin®) is used 
at cesarean section. 

The blood pressure, pulse, signs of pulmonary edema, and, if 
present, fetal heart tones and uterine contractions should be de- 
termined every 15 to 30 minutes. In severe cases if the blood 
pressure is not stabilized in four to six hours at levels lower than 
those present on admission, continuous regional block should 
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be instituted to reduce the blood pressure and make intracranial 
hemorrhage and pulmonary edema less likely. Whenever the 
pulse exceeds 120 without a temperature elevation to account 
for it, the patient should be digitalized. 

When the eclampsia is well controlled, usually less than 48 
hours after admission, a vaginal examination is done and plans 
are made to empty the uterus by the most conservative means. 
When the patient is rational, a low sodium acid-ash diet is of- 
fered, and up to 6,000 cc. daily of plain water by mouth is made 
available. The intravenous infusions are discontinued as this 
intake becomes possible. 


In this second group of cases, the incidences of such 
factors as primiparity and lack of prenatal care closely 
paralleled those reported in the first group. In percent- 
age, the maternal mortality was exactly the same as that 
of the first group, with two maternal deaths. There were 
42 primiparas in this group; 22 women had received no 
prenatal care, and 3 had had care of questionable ad- 
equacy. One woman had had eclampsia previously. 

The rates of infant survival in the second group were 
as good, or possibly better, than those in the first group. 
There were three sets of twins among the 53 infants, 44 
of whom survived. Six were stillborn, and three died 
neonatally. 

Regional anesthesia was employed in 33 of the 50 
cases, but in only 13 cases was continuous anesthesia 
used to control blood pressure over a period of several 
hours. Saddle block anesthesia was employed in the ma- 
jority of cases for delivery. The methods of delivery in 
the second group were as follows: 


COMPLICATIONS OF HYDRATION THERAPY 


There are two potential pitfalls to be avoided when pa- 
tients are given large volumes of fluids. These conditions 
must be especially kept in mind when fluid is adminis- 
tered intravenously. Mengert and Hermes" have re- 
ported cases in which pulmonary edema was precipitated 
by administration of large amounts of fluid by vein. We 
share fully this concern of overloading an already im- 
paired circulatory system in the eclamptic patient, but 
among the cases reported here this complication has not 
been observed. 

Circulatory embarrassment is best avoided by slow ad- 
ministration of fluids intravenously, no faster than 60 
drops per minute. It is noted, also, that never do we give 
more than 1,000 cc. of the isotonic glucose solution in 
any six hour period. Administering more than 4000 cc. 
per 24 hours has not been attempted, although in cer- 
tain cases it has appeared theoretically indicated. It 
should again be stated that intravenous administration of 
fluids should be discontinued as early as possible. Once 
conscious, the usual eclamptic patient will satisfy her own 
fluid requirements without urging. 

The second complication of hydration therapy is the 
so-called “low salt syndrome.” We have observed slightly 
low serum sodium levels in three instances. There has 
been no frank manifestation clinically of salt depletion, 
however, and sodium levels have been brought back to 
normal without difficulty by administration of isotonic 
sodium chloride solution. Without close laboratory con- 
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trol it is entirely possible that excessive and injudicial 
therapy could result in muscular weakness, lethargy, and 
coma as a consequence of sodium depletion. We would 
advocate, therefore, that whenever hydration therapy is 
undertaken, electrolyte studies be carried out both before 
and during treatment. A falling plasma sodium level may 
thus be detected before sodium depletion is manifested 
clinically. 
COMPARISON OF RESULTS 

Although we have achieved no downward revision in 
our gross figures of maternal mortality, observation of 
the mothers in the second group has impressed us with 
their lessened morbidity. When an adequate fluid intake 
is assured, these patients rapidly become lucid and co- 
operative. Oliguria, which is usually present, is soon 
overcome, and massive edema subsides within a few 
days. So-called “‘dehydration fever” was not seen among 
these patients, and there was a noticeable decrease in the 
problem of thick respiratory secretions, so often a trou- 
blesome factor in the management of the eclamptic 
patient. 

Gross fetal mortality in the second group was slightly 
less than that in the first group. We do not wish to lay 
too much emphasis on this fact because of the discrep- 
ancy in the total number of patients. At a future date, 
when the present series has been enlarged to equal that 
of the early group, more valid conclusions may be drawn. 
It is our impression, however, that these more recent 
babies were, in general, born in better condition than 
those delivered before institution of the present methods 
of therapy. This fact we attribute to the improved ma- 
ternal and fetal physiology and to the decreased maternal 
requirement for depressant drugs. 
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SUMMARY AND CONCLUSIONS 

Eclampsia represents an altered body physiology 
affecting primarily the circulatory system, manifested by 
hypertension and a disturbed water metabolism. A thera- 
peutic regime has been presented which strikes at the 
principal points of physiological abnormality found in 
this symptom complex. Comparisons have been drawn 
between two series of cases, the chief difference of man- 
agement being the large volumes of fluid given patients 
in the second group. 

Although hydration therapy has not altered maternal 
mortality, it is believed that morbidity has been lessened 
and that, in general, patients given adequate amounts of 
fluid fare better than those who are further dehydrated 
as a result of therapy. Gross fetal mortality has been 
slightly lessened, but definite conclusions will not be 
drawn until the second series can be enlarged to equal 
the first, which consists of 100 consecutive cases of 
eclampsia. The complications of hydration therapy have 
been mentioned, and steps to avoid these pitfalls have 
been outlined. 

We have not lost sight of the fact that prophylaxis 
through good prenatal care is by far the most effective 
treatment of toxemia of pregnancy, and we continue to 
do what we can to encourage this principle. However, 
we have to accept a large number of eclamptic patients, 
and this report deals only with the treatment of active 
cases. In these cases the object is to empty the uterus by 
the most conservative means at the optimum time, and 
the foregoing supportive and corrective measures seem 
to us to be worth-while. 


1435 Madison Ave. (Dr. Turner). 
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Ever since the favorable effects of cortisone on rheu- 
matoid arthritis were reported in 1949,' search has been 
made for other substances which might have the same 
capacity to suppress the disease and which could be pro- 
duced in greater abundance and at less cost. Of more 
than 50 steroid compounds tested, some of which have 
close chemical structural similarity to cortisone, only 
one, Kendall’s Compound F, has corresponding anti- 
rheumatic properties. Unfortunately this hormone at 
present is scarcer than cortisone and more expensive to 
produce. 

A hormone with less tendency than cortisone to in- 
duce endocrine complications or one with equal liabili- 
ties but with more power milligram for milligram to 
repress inflammatory reactions would have distinct ad- 
vantages in the practical management of patients with 
rheumatoid arthritis. It is now generally agreed that the 
beneficial effects of cortisone are not lasting and that 
for improvement to be maintained in chronic diseases, 


such as rheumatoid arthritis, it is necessary, in most 
instances, to continue its administration. The mainte- 
nance amounts of the hormone needed to uphold ade- 
quate degrees of improvement vary directly, in general, 
with the severity of the disease, and although persons 
may differ in susceptibility, the incidence and intensity 
of complicating hormonal side reactions are determined 
largely by the size of the daily dose employed.* Whereas 
Satisfactory improvement may be sustained for ex- 
tended periods by uninterrupted oral administration of 
relatively small maintenance doses of the hormone in 
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the majority of patients with less severe rheumatoid 
arthritis, long range results in patients with severe dis- 
ease are far less impressive. In a recent study satisfactory 
degrees of improvement were maintained by long- 
continued (6 to 15 months) cortisone therapy in 92% 
of the moderate and mild cases of rheumatoid arthritis, 
in 70% of the moderately severe cases, and in only 47% 
of the severe cases." The chief obstacle to better results 
with prolonged treatment was the frequent development 
of objectionable endocrine and metabolic abnormalities. 
This limitation applied particularly to patients with 
severe disease whose maintenance requirements were 
large and in whom effective doses often could not be 
tolerated because they incited troublesome hormonal 
complications. 
COMPOUND F 


Laboratory Observations with Compound F.—Com- 
pound F differs chemically from cortisone in only a 
single structural detail—a hydroxy radical instead of a 
ketone group is present at the 11th carbon position of 
the steroid nucleus. There is evidence to suggest that 
Compound F may be the principal corticoid elaborated 
by the adrenal gland and that under conditions of stress 
it may participate more than cortisone in physiological 
reactions. When corticotropin (ACTH) is administered 
to man, large quantities of Compound F and only traces 
of cortisone are recovered from the urine.‘ Quantitative 
determinations of urinary corticoids made in patients 
with hyperfunctioning adrenal cortical tumors give simi- 
lar findings. The output of Compound F is increased 
greatly but that of cortisone only slightly when isolated 
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beef adrenal glands are perfused in vitro with blood en- 
riched with corticotropin.’ Isolated adrenal glands are 
capable of converting a number of perfused steroids to 
11-hydroxy compounds, but, although many substances 
have been added to perfusion media, not one has yielded 
cortisone.® These facts have led some to conjecture that 
cortisone is not a true secretion product of the cortex 
but rather a metabolite of Compound F.* 

Certain laboratory studies indicate that Compound 
F is physiologically more active than cortisone. Ingle * 
demonstrated that when nonesterified preparations of 
Compound F and cortisone were given by continuous 
intravenous or subcutaneous injection to small labora- 
tory animals, the potency of Compound F was twice 
as great; comparisons were made on the basis of the 
muscle-work test, assays of liver glycogen, the ability 
of the compounds to cause regressive changes in the 
thymus, and adrenal atrophy. Similar estimates based 
on work tests and glycogenic activity were made by 
Pabst and co-workers.'? Compound F is also more ef- 
fective in stunting embryo growth when the substances 
are injected into the yolk sacs of 4 day old chick em- 
bryos.'! Moreover, hematologic changes from Com- 
pound F appear to be more pronounced "*; in patients 
with Addison’s disease Thorn ** has found that twice as 
much cortisone as Compound F is needed for equivalent 
eosinopenic response. 


Preparations of Compound F.—Two forms of Com- 
pound F are available for clinical investigation: the 
compound in the free form and its acetate ester. Com- 
pound F, or 17-hydroxycorticosterone, and hereinafter 
referred to as free Compound F, is the pure hormone as 
it may be extracted from adrenal cortical tissue. The 
small quantities available are now being prepared by two 
complex processes of biosynthesis: The first process is 
perfusion of bovine adrenal glands in vitro with media 
containing Reichstein’s Compound S (11-desoxy-17- 
hydrocorticosterone), a steroid which may be derived 
from soy beans and which is devoid of anti-inflammatory 
properties. During perfusion the isolated gland converts 
the substance to Compound F by placing a hydroxy rad- 
ical at the 11th carbon position of the steroid nucleus. 
The second process is extraction from macerated adrenal 
gland tissue which has been incubated with Reichstein’s 
Compound S. During the process the steroid is 11-hy- 
droxylated to Compound F by the action of adrenal 
cortical enzymes. Compound F acetate (17-hydroxy- 
corticosterone-21-acetate) is produced by partial chemi- 
cal synthesis from desoxycholic acid, a similar but more 
complicated process than that used in the commercial 
manufacture of cortisone acetate. 

Experiences of Others with Compound F in Rheuma- 
toid Arthritis —Only small quantities of free Compound 
F and Compound F acetate have been available for 
clinical investigation, and, heretofore, the amounts have 
been insufficient to allow comprehensive studies of their 
therapeutic potency when administered systemically. 
Hench and his colleagues demonstrated in 1949 ' that 
free Compound F, like cortisone and corticotropin, had 
definite antirheumatic activity. They gave 900 mg. of the 
hormone intramuscularly to one patient over a period 
of 12 days; during administration the joint manifesta- 


Vil 
195 


Vol. 148, No. 12 


tions improved rapidly, the sedimentation rate decreased 
from 85 to 24 mm. in one hour, and over-all relief was 
estimated as 60%. Brief accounts of trials with Com- 
pound F acetate given systemically in four patients have 
been recorded. Two of these patients received the drug 
intramuscularly (dosage consisted of 100 mg. daily for 
24 days in one, and 12.5 mg. daily for 11 days in the 
other); impressions drawn were that the clinical and 
metabolic effects were probably somewhat less than 
would have been expected from cortisone acetate.’* The 
remaining two patients received the acetate compound 
orally, and, although details were not given, the improve- 
ment was considered comparable to that which results 
from cortisone acetate in corresponding doses.'* Re- 
cently Hollander ** reported that intra-articular injec- 
tions of Compound F acetate are highly effective in sup- 
pressing the inflammatory reaction in joints so treated, 
whereas similar injections of cortisone acetate yield dis- 
appointing results. 


PRESENT INVESTIGATION 


With the preceding considerations in mind, an investi- 
gation was made to determine the clinical response of 
patients with rheumatoid arthritis to orally administered 
free Compound F and especially to compare its anti- 
rheumatic properties with those of cortisone acetate.*® 
The therapeutic effectiveness of free Compound F was 
tested in 15 patients as follows: (1) by determining the 
response of rheumatic manifestations to initial suppres- 
sive doses of the hormone in 5 patients and then making 
comparisons with the known response to cortisone in 
similar cases; (2) by comparing the maintenance dose 
requirements for the two hormones in 10 patients. 

Comparison of Effects from Free Compound F and 
Cortisone Acetate with Initial Suppressive Doses Ad- 
ministered Orally—Previous Experiences with Sup- 
pressive Doses of Cortisone Acetate Administered Oral- 
ly: More than 150 patients with rheumatoid arthritis 
have been treated with cortisone acetate by us, and the 
observations from this experience served as standards 
for comparisons. In these cases a fairly uniform plan of 
dosage has been followed, consisting of three stages: 
(1) period of initial large suppressive doses; (2) period 
of gradual dose reduction; and (3) period of smaller 
maintenance dose administration.** Usual dosages for 
initial suppressive therapy have been as follows: for 
severe and moderately severe cases, 200 or 150 mg. daily 
for the first one or two days, followed thereafter by 
100 mg. daily; for moderate and mild cases, 100 mg. 
on the first and subsequent days. The medicament usu- 
ally has been taken in four divided doses a day (at meal 
times and at bedtime); better results are obtained with 
divided doses because the effects from oral administra- 
tion wear off rapidly, and a single daily dose frequently 
fails to provide uniform control over a 24 hour period.’* 
Daily doses of 100 mg. have been continued until the 
clinical manifestations were under satisfactory control; 
the number of days required for this has varied, more or 
less, with the initial severity of the disease, averaging in 
severe cases, for example, about 21 days and in moderate 
cases about 14 days. When satisfactory improvement 
has been obtained, the dosage then has been reduced 
gradually in step-like fashion by 12.5 mg. (‘2 tablet) 
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at a time and at intervals of every five to seven days. 
The smallest dosage reached which would uphold an 
adequate degree of improvement (not complete inacti- 
vation of the disease) has been considered as the pa- 
tient’s maintenance dosage. Treatment then has been 
continued without interruption for extended periods of 
time, with adjustments in the maintenance dosage being 
made periodically as changes in disease activity de- 
manded.*" 

With such initial large doses of the hormone by 
mouth, improvement often begins within 24 hours, 
nearly always within 48 hours, and sometimes within 6 
to 12 hours. At first the relief is subjective and consists 
in lessening of articular and muscular aching and stiff- 
ness, reduction of joint tenderness and pain on motion, 
increased functional capacity, and general sense of well- 
being. Thereafter improvement proceeds day by day 
with further diminution of symptoms and gradual reduc- 
tion of reversible objective manifestations, such as joint 
swelling. Decreases in erythrocyte sedimentation rates 
may occur quickly, but generally the changes lag behind 
clinical improvement by several days, and the rates are 
not always lowered to levels commensurate with the de- 
gree of clinical improvement. 

Experience with Suppressive Doses of Free Com- 
pound F Administered Orally: Large initial amounts of 
free Compound F were given to five patients, four 
women and one man, whose ages ranged from 42 to 56 
years. Each patient had active rheumatoid arthritis with 
classical inflammatory changes in multiple peripheral 
joints, and the duration of the disease varied from seven 
months to 13 years. The rheumatoid arthritis was grad- 
ed as severe in One patient, moderately severe in three, 
and moderate in one; pretreatment erythrocyte sedi- 
mentation rates (Westergren method) were 119, 53, 
60, 61, and 48 mm., respectively, in one hour. 

Each patient was treated as an ambulatory office pa- 
tient, and during administration of the hormone, anal- 
gesics, other medicaments, and physiotherapy were with- 
held. None of the patients had knowledge of the nature 
of the medicament being given. Results were appraised 
from descriptions of subjective improvement, special de- 
tailed examinations of the joints performed twice weekly, 
and from changes in erythrocyte sedimentation rates. 

Because supplies of free Compound F were limited, 
smaller doses were given on the initial day of treatment 
than would have been employed for cases of comparable 
severity if the usual dosage schedule for cortisone ace- 
tate had been followed exactly. The three patients with 
moderately severe and the one patient with moderate 
rheumatoid arthritis received 100 mg. of the hormone 
on the first day and for several days thereafter. The pa- 
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tient with severe disease took 150 mg. daily for two days 
and 100 mg. per day for another 13 days (Table 1). 

The response to free Compound F was prompt and 
striking in each patient. Symptoms, such as aching and 
stiffness, began to subside within a few hours following 
the first dose of the hormone—within 3, 4, 6, 7 and 10 
hours in the respective patients. The subsequent progress 
was extremely rapid in four of the five patients, and in 
these very marked degrees of over-all improvement 
(85% or more), as appraised from both objective and 
subjective criteria, resulted in four, six, six, and eight 
days. Improvement progressed less rapidly in the pa- 
tient with severe rheumatoid arthritis, but was graded 
as marked after 15 days. Reductions in erythrocyte sedi- 
mentation rates occurred with remarkable speed and 
roughly paralleled the degrees of clinical improvement 
(Table 1). 
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improvement was graded as very marked (about 90%), and the 
only residual joint manifestations consisted of slight thickening 
and tenderness of the right metatarsophalangeal joints and slight 
tenderness on deep palpation of the right wrist. The patient was 
no longer fatigued, the appetite was good but not ravenous, 
and she was happy and energetic, but not euphoric. A weight 
gain of 7 lb. (3.2 kg.) was recorded. The elevated erythrocyte 
sedimentation rate was corrected very rapidly; it was reduced 
from 61 to 29 mm. in 4 days, to 19 mm. in 6 days, and to 11 mm. 
in 10 days. 

The diet was not curtailed at first, but after eight days on a 
dosage of 100 mg. per day, slight puffiness of the face and mod- 
erate edema of the lower part of the legs developed. A salt- 
poor diet was then instituted, and the dosage of hormone was 
reduced to 75 mg. daily; the retained fluid disappeared in two 
days. No other adverse signs ensued, and fasting blood sugar 
determinations were consistently normal. 

Case 2.—N. L., a woman, 47, had rheumatoid arthritis graded 
as moderately severe, which involved proximal interphalangeal 
and metacarpophalangeal joints of both hands and wrists, the 


TABLE 1.—Response of Patients with Rheumatoid Arthritis to Initial Suppressive Doses of Free Compound F Administered Orally 


Onset of 
Improve- 
ment Rapidity of 
(Hr. Total Degree and Sedimentation 
After Ist Days of Rapidity ate Redue- 
Age Disease Divided Treat- of Over-All tion (Mm., Adverse 
Patient CZF.) Sex Duration Severity Dosage Dose) ment Improvement Westergren) Effects 
8.8. 50 F 2 yr. Moderately 100 mg. daily for 10 34 Very marked 53 to 10 in Slight 
severe 7 days; then pro- (90%) in 7 days edema 
gressively smaller 6 days and 
doses slight 
facial 
mooning 
N. L. 47 F 4 yr. Moderately 100 mg. daily for 4 15 Very marked 69 to 20in None 
severe 4 days: then 75 (85%) in 7 days 
mg. daily for 11 4 days 
days 
M. B. 45 F 8 mo. Moderately 100 mg. daily for 3 20 Very marked 61 to Ll io Slight 
severe 8 days; then pro- (90%) in 10 days edema 
gressively smaller 8 days 
doses 
W. E. 56 F 13 yr. Severe 150 mg. daily for 6 15 Marked (75%) 119 to 39in None 
2 days: then 100 in 15 days 15 days 
mg. daily for 13 
days 
R. B. 42 M 7 mo. Moderate 100 mg. daily for 7 10 Very marked 48 to lin None 
7 days; then pro- (90%) in 6 days 
gzressively smaller 6 days 
doses 


REPORT OF CASES 


Case 1.—M. B., a woman, 45, had moderately severe rheu- 
matoid arthritis of eight months’ duration. The disease had pro- 
gressed during this period to involve proximal interphalangeal 
and metacarpophalangeal joints of both hands, both wrists and 
shoulders, the right elbow, both ankles and knees, and metatar- 
sophalangeal joints bilaterally. Disability was pronounced; the 
patient experienced considerable difficulty in walking and feeding 
herself, and she often needed assistance in dressing and combing 
her hair. General constitutional symptoms were moderate, and a 
weight loss of 16 Ib. (7.3 kg.) had been sustained. Moderate 
anemia was present, and the erytrocyte sedimentation rate was 
61 mm. in one hour (Westergren method). Previous treatment 
consisted only of salicylates, physiotherapy, and rest. 

Free Compound F was given orally in daily amounts of 100 
mg. (taken in four divided doses) for eight days; then smaller 
amounts were given for seven days. The immediate response was 
rapid and dramatic. Within three hours following the first dose 
the patient noted less aching, stiffness, and restricted movement 
in the fingers, wrists, and shoulders. Swelling of the metacarpo- 
phalangeal and proximal interphalangeal joints of the hands be- 
gan to recede after 12 hours, and within 24 hours objective 
improvement generally was marked. On the second day of 
therapy she walked almost normally and could perform with ease 
and little discomfort such acts as feeding herself, dressing, and 
combing her hair. Progress continued, and on the third day 
she drove an automobile to the office, being able to grip the 
steering wheel firmly without pain. After the hormone had been 
given for eight days in doses of 100 mg. a day, the over-all 


right elbow, the left shoulder and sternoclavicular joint, both 
knees, and metatarsophalangeal joints bilaterally. The disease 
began insidiously four years previously and, except for tempor- 
ary improvement following gold salt therapy, had progressed 
steadily. Chrysotherapy was discontinued 13 months before be- 
cause of dermatitis. For three months prior to hormonal treat- 
ment disability was marked; the patient had difficulty in feeding 
herself and in gripping objects, was assisted by her husband in 
bathing and dressing, and walked cautiously with a limp. Her 
appetite was poor, and she felt weak, tired, and “useless.” Mod- 
erate hypochromic anemia was present, and the erythrocyte 
sedimentation rate was 60 mm. in one hour. 

Free Compound F was given orally in amounts of 100 mg. 
a day for four days. Clinical improvement ensued so rapidly 
that the dose was then reduced to 75 mg. a day for the next 
11 days. Four hours following the first dose of the hormone, 
the patient was aware of less aching and stiffness in various 
joints, especially those of the fingers. After eight hours both she 
and her husband noted that swelling and tenderness of the small 
joints of the fingers were less. Ten hours after beginning treat- 
ment she was able to cook dinner energetically and gripped 
cooking utensils easily. Within 72 hours practically all swelling 
had disappeared in the metacarpophalangeal and proximal inter- 
phalangeal joints of the hands, wrists, and knees, and the left 
shoulder remained only slightly restricted. By the fifth day ob- 
jective examination revealed only slight residual tenderness in 
both wrists with slight swelling of the right, slight thickening and 
tenderness of the metatarsophalangeal articulations bilaterally, 
and minimal restriction of motion of the left shoulder. The 
patient’s feeling of fatigue was gone, her appetite was good, and 
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the general attitude was one of elation and alacrity. Progress 
continued after the dosage of hormone was reduced to 75 mg. 
a day. Erythrocyte sedimentation values diminished rapidly— 
from 60 to 42 mm. in four days and to 20 mm. in seven days. 
No endocrine complications intervened, and fasting blood sugar 
determinations made twice weekly remained normal. 


Comparisons with Effects from Suppressive Doses of 
Cortisone Acetate: The number of patients treated with 
suppressive doses of free Compound F is too small to 
provide conclusive data, but certain comparisons with 
cortisone acetate appear justified. The over-all pattern 
of clinical improvement was much the same with the 
two preparations, but with free Compound F suppression 
of the disease took place with greater celerity, and for 
the short periods of administration involved improve- 
ment was more complete. The doses of free Compound F 
employed on the first day were smaller than those ordi- 
narily used with cortisone acetate, and yet the onset of 
relief was more consistently rapid. In four of the five 
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ferring treatment of patients already stabilized on main- 
tenance doses of cortisone acetate to free Compound F 
and by comparing the dosages required for similar de- 
grees of clinical improvement, it was possible to estimate 
differences in antirheumatic potency. The maintenance 
requirements for cortisone acetate were well-established 
beforehand, since the patients had been treated uninter- 
ruptedly for periods ranging from 3 to 16 months. Im- 
provement before transfer to free Compound F admin- 
istration was graded as marked (70 to 85%) in each 
case. Thus the rheumatoid arthritis was not fully sup- 
pressed; patients were not entirely free of musculoskeletal 
symptoms, and measurable objective joint findings re- 
mained. Patients held under this degree of control are 
usually sensitive to relatively small alterations of their 
maintenance dose schedules, and decreases or increases 
of 10 or 12.5 mg. (% tablet) a day are reflected symp- 
tomatically. Attempts were made to determine the dosage 
of free Compound F required to maintain the same de- 


TABLE 2.—Comparison of Maintenance Dosage Requirements for Free Compound F and 
Cortisone Acetate Given Orally in Patients with Rheumatoid Arthritis 


Comparative Maintenance Doses for Approximately Equivalent 


Amounts of Clinical Improvement Caleulated 

First Comparison Second Comparison Averages ios 

Cortisone Free Com- Cortisone Free Com- Cortisone Free Com- Acetate 
Severity of Degree of Over-all Acetate pound F Acetate pound F Acetate pound F ° 
Patient Disease Improvement (Mg.) (Mg.) (Mg.) (Mg.) (Mg.) (Mg.) Compound F)* 
Moderately severe Marked (85%) 62.5 40.0 62.5 40.0 62.5 40.0 1.56 tol 
= Sa er Moderately severe Marked (85%) 62.5 40.0 62.5 40.0 62.5 40.0 1.56 tol 
1 , Moderately severe Marked (75%) 75.0 50.0 75.0 55.0 75.0 52.5 1.43 tol 
Moderately severe Marked (85%) 62.5 40.0 62.5 40.0 1.56 tol 
Severe Marked (75%) 75.0 50.0 75.0 50.0 75.0 50.0 1.50 tol 
OS Sener. Severe Marked (80%) 1.25 80.0 125.0 70.0 125.0 75.0 1.70 tol 
rene Severe Marked (75%) 68.8 40.0 62.5 40.0 65.7 40.0 164 tol 
Moderately severe Marked (85%) 62.5 40.0 bee 62.5 40.0 1.56 tol 
3 eer Moderately severe Marked (85%) 62.5 40.0 75.0 40.0 68.8 40.0 1.70 tol 
Moderate Very marked 50.0 35.0 50.0 35.0 1.43 tol 
(90%) 


* Average = 1.56 tol. 


patients obective manifestations of joint swelling, tender- 
ness, local heat, and pain on motion receded very 
quickly; after four to eight days only minor objective 
evidences of active joint inflammation remained, and 
improvement was graded as very marked. Such results 
do not regularly occur within such short periods from 
like doses (100 mg. daily) of cortisone. In one patient 
(W.E., Table 1) with severe arthritis, the rate of disease 
regression was considered to be about the same as might 
have taken place with the use of cortisone. Corrections 
of elevated erythrocyte sedimentation rates occurred 
more rapidly and coincided more closely with clinical 
improvement. 

These observations led us to believe that free Com- 
pound F was probably more effective, milligram for 
milligram, than cortisone acetate in suppressing the in- 
flammatory changes of rheumatoid arthritis and sug- 
gested that smaller amounts of the hormone might be 
sufficient to bring the disease under initial control. The 
relative potencies of the two preparations could not be 
assessed satisfactorily on the basis of immediate response 
to suppressive therapy in various patients; more accurate 
appraisals may be made by direct comparisons of main- 
tenance dose requirements in the same patient. 

Comparisons of Maintenance Dosage Requirements 
of Free Compound F and Cortisone Acetate.—By trans- 


gree of rheumatic improvement as had been achieved 
from known daily amounts of cortisone acetate. Once 
this was established, the result was cross-checked by 
readministering cortisone acetate in its original dose. 
Care was taken not to make transfers in rapid sequence, 
and patients were usually given the test preparation for 
two to three weeks. In general, changes in the subjective 
and objective musculoskeletal symptoms were relied on 
to guide manipulations of dosage more than were modi- 
fications in erythrocyte sedimentation rates. Clinical im- 
provement or regression was quickly mirrored by sedi- 
mentation rates when free Compound F was being 
administered, but changes in rates were usually tardy and 
less decisive with cortisone acetate. 

Comparisons of dosage requirements were made in 
10 patients, and these demonstrated that free Compound 
F was consistently more potent in antirheumatic activity 
than cortisone acetate, when the two substances were 
administered orally (Table 2). Dosage differences were 
well-defined and quite uniform; in seven patients com- 
parison studies were performed twice, and the dosage 
differences during both trials were approximately the 
same. Dosage ratios of cortisone acetate to free Com- 
pound F varied from 1.43: 1 to 1.7: 1 among the 10 pa- 
tients, and the average ratio for the group was 1.56: 1. 
These findings indicate that free Compound F is roughly 
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50% more potent than cortisone acetate and that sub- 
stantially smaller amounts of free Compound F are 
needed to maintain similar degrees of improvement in 
patients with rheumatoid arthritis. 

Observations on Adverse Effects.—Since free Com- 
pound F was administered for only brief periods, it was 
not possible to compare the incidence of hormonal com- 
plications with those from cortisone acetate. Two patients 
experienced adverse reactions while receiving initial sup- 
pressive doses (100 mg. a day) of free Compound F. 
Slight puffiness of the face and moderate edema of the 
lower part of the legs developed in one patient after 8 
days of treatment, and slight facial mooning occurred in 
another after 10 days; these signs disappeared promptly 
when the dosage of the hormone was lowered. 

Observations made while testing maintenance dosage 
requirements of the two hormones suggested that 
although free Compound F possessed greater anti- 
rheumatic activity than cortisone, its tendency to pro- 
duce adverse endocrine effects at least was not greater. 
Each of the 10 patients who were subjects for the com- 
parison study had received cortisone acetate for long 
periods beforehand, and 5 of them demonstrated signs 
of cortisone excess. In each of these some or all of the 
adverse signs disappeared or lessened after transfer to 
free Compound F administration, and in no instance did 
new complications arise. In four patients slight to mod- 
erate edema was present, which disappeared entirely 
after transfer. Two patients had definite facial mooning, 
which became less in one and receded completely in the 
other. Facial hypertrichosis remained unchanged in one 
patient. We have assumed that this lessening of adverse 
effects is accounted for by the fact that after transfer to 
free Compound F, smaller doses of hormone were used 
to control the rheumatoid arthritis. : 

Because studies in adrenalectomized rats indicate that 
the glycogenic activity of Compound F is substantially 
greater than that of cortisone *' and because massive 
doses of hormone (400 mg. a day) given to man may 
reduce the tolerance to carbohydrates,’ patients were 
particularly observed for evidences of disturbed carbo- 
hydrate metabolism. Fasting blood sugar determinations 
and urinalyses were made twice weekly while both sup- 
pressive and maintenance doses of free Compound F 
were being given. Glycosuria was not noted in any case, 
and blood sugar values did not deviate significantly from 
pretreatment levels but remained within normal limits. 
No gastrointestinal symptoms or other nonhormonal 
pharmacologic reactions resulted from oral administra- 
tion of the hormone. 

COMMENT 


The present study indicates that when administered 
Orally to patients with rheumatoid arthritis, free Com- 
pound F is approximately 50% more potent in anti- 
rheumatic activity than cortisone acetate. It appears also 
that the greater antirheumatic activity of free Compound 
F is not accompanied by a correspondingly greater 
tendency to produce adverse endocrine complications, 
and the tendency may even be less. At least in several 


21. Ingle.* Pabst, Sheppard, and Kuizenga."® 

22. Merck & Company, Inc., supplied Compound F acetate and Upjohn 
Company supplied cortisone. 

23. Solubility studies were performed at the laboratories of Merck & 
Company, Inc. 
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patients the hormonal side-reactions, which were induced 
by preceding maintenance doses of cortisone acetate, de- 
creased or disappeared after treatment was changed to 
smaller but equally effective doses of free Compound F. 
These observations suggest that free Compound F may 
prove to be superior to cortisone acetate as a therapeutic 
agent. The number of cases studied was too small and the 
periods of administration too short, however, to allow 
definite conclusions, and decision as to possible thera- 
peutic advantages must await the results of long term 
treatment studies. 

Free Compound F possesses greater antirheumatic 
activity, milligram for milligram, than any other sub- 
stance which we have tested thus far. Comparisons of 
potency have been made with orally administered free 
cortisone (cortisone, free alcohol) and Compound F 
acetate.** By comparing maintenance dosage require- 
ments in six patients with rheumatoid arthritis, it has 
been found that free Compound F is afproximately 50% 
more effective than free cortisone and that the potencies 
of free and acetated cortisone are about equal. 

Our results with Compound F acetate have varied 
widely, and dosage differences have not been as clearly 
defined as with other preparations. In general, its effec- 
tiveness has been inferior to both free Compound F and 
cortisone acetate. Compared with free Compound F, 
much larger suppressive doses have been needed to incite 
similar initial response, and maintenance dosage require- 
ments have been considerably greater; in eight subjects 
tested nearly twice as much Compound F acetate was 
needed for equivalent rheumatic control. These clinical 
studies are being continued, and others, designed to 
determine possible dissimilarities in solubility and ab- 
sorption between the free and acetated preparations, are 
being pursued elsewhere. Recent studies indicate that 
free Compound F is decidedly more soluble than Com- 
pound F acetate in a number of media; it is approxi- 
mately 3 times more soluble in water, 6 times more 
soluble in synovial fluid, 35 times more soluble in plasma, 
and 36 times more soluble in serum albumin.** The 
lower solubility of Compound F acetate could substan- 
tially lessen the rate and degree of its alimentary ab- 
sorption and account, at least in part, for its therapeutic 
inferiority when administered orally. 


SUMMARY AND CONCLUSIONS 


Free Compound F, or 17-hydroxycorticosterone, was 
administered orally to 15 patients who had chronic 
rheumatoid arthritis. The hormone was found to be 
highly effective in suppressing the activity of the disease 
and, with short term administration, in maintaining con- 
trol of the rheumatic manifestations. The pattern of im- 
provement with initial suppressive doses was, in general, 
similar to that which is observed with cortisone acetate 
used orally. However, the response to free Compound F 
was more uniformly rapid, and, even though somewhat 
smaller suppressive doses were used, clinical improve- 
ment proceeded at a faster rate, and elevated erythro- 
cyte sedimentation rates were corrected sooner than with 
cortisone acetate administration. These observations sug- 
gested that free Compound F may be more effective, mil- 
ligram for milligram, in suppressing rheumatic inflam- 
matory changes and that probably smaller amounts of 
the hormone would bring the disease under initial control. 
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By transferring treatment of patients already stabilized 
on maintenance doses of cortisone acetaté to free Com- 
pound F, comparisons of the dosage requirements for 
similar degrees of clinical improvement were made. Free 
Compound F was found to be consistently more potent 
than cortisone acetate in antirheumatic activity. Dosage 
ratios of cortisone acetate to free Compound F ranged 
from 1.43: 1 to 1.7: 1, and the average ratio for the 
group was 1.56: 1; thus the potency of free Compound 
F was roughly 50% greater. 

The greater antirheumatic activity of free Compound 
F did not appear to be accompanied by a corresponding 
increase in tendency to produce adverse hormonal effects. 
In several patients endocrine complications which existed 
during the administration of larger doses of cortisone 
acetate disappeared or diminished when treatment was 
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changed to smaller but equally effective doses of free 
Compound F. 

Comparisons made with cortisone and Compound F 
acetate administered by mouth have demonstrated that 
free Compound F possesses greater antirheumatic po 
tency than either of these substances. The effectiveness 
of free cortisone and the acetate form of cortisone in sup- 
pressing inflammatory rheumatic manifestations appears 
to be about equal. 

These observations suggest that free Compound F 
may prove to be superior to cortisone acetate in the 
practical management of patients with rheumatoid arth- 
ritis. A true evaluation of its possible therapeutic ad- 
vantages, however, must await the results of long term 
treatment studies. 
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RESISTANCE TO CORTICOTROPIN, CORTISONE, AND FOLIC ACID 
ANTAGONISTS IN LEUKEMIA 


Elizabeth M. Kingsley Pillers, M.B., B.Chir., Joseph H. Burchenal, M.D., Leonard P. Eliel, M.D. 


Olaf H. Pearson, M.D., New York 


The eventual failure of the folic acid antagonists to 
achieve remissions in patients with acute leukemia has 
often been pointed out in many clinical reports on these 
compounds, It was felt that it would be of practical value 
to ascertain whether this failure was due to the develop- 
ment of resistance of the leukemic cells to these drugs, 
and if so, whether there existed a cross resistance to cor- 
ticotropin (ACTH) or cortisone. The lack of cross re- 
sistance has already been reported in some patients.' 

In experimental studies in two strains of transplanted 
mouse leukemia, the development of resistance to the 
4-amino antagonists of folic acid has been demonstrated.” 
One of these strains of leukemic cells is still as sensitive 
as the parent strain to cortisone,’ 2,6-diaminopurine,* 
triethylene melamine,* and a weak antagonist of folic 
acid, 9-methyl-pteroylglutanic (“bremfol”) acid.® 

A series of 16 children were treated with hormones 
after they had ceased to respond to antifolic acid therapy 
in order to determine if another remission of the disease 
was possible. Throughout the paper this group will be re- 
ferred to as Series A. A series of six children were treated 
with the folic acid antagonists after they had ceased to 
show satisfactory response to treatment with cortico- 
tropin or cortisone. This group will be referred to as 
Series B. 

All patients in Series A had previously shown remis- 
sion of their disease during treatment with the 4-amino 
antagonists of folic acid, and in all but two of the patients 
(cases 5 and 12), these remissions had been repeated 
two or more times.® The antifolic therapy was only aban- 
doned when toxic manifestations developed on repeated 
treatment without sign of a remission. At this time it 
was apparent in every case that the leukemic process 
showed evidence of progression in spite of energetic 
treatment. In Series A the disease process had been 
. known to have been established between 8 to 21 months, 


with an average of 12 months, before hormone therapy 
was started. From one to seven months, with an average 
of three months, had elapsed from the onset of the first 
symptom of disease to the start of treatment with one of 
the folic acid antagonists. The first symptom of the dis- 
ease was taken to be the presenting symptom that was 
found to be sufficiently persistent to warrant further in- 
vestigation, and thence led to the final diagnosis of acute 
leukemia. 

In all patients in Series B a remission of their disease 
had been obtained from the first course of treatment 
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with corticotropin or cortisone, and four patients (cases 
1, 3, 4, and 6) had second remissions as a result of 
hormone treatment.’ Four patients (cases 1, 2, 5, and 6) 
were considered to be resistant to hormone therapy when 
their therapy was changed to folic acid antagonists. In 
two patients (cases 3 and 4) a severe Cushing’s syndrome 


BEFORE] AFTER 
15 
? 
2 
3 CRE 
a PARTIAL RESPONSE 
4 c 
16 
13 
12 | 
10 ORE GOOD RESPONSE 
9 


INTERMITTENT ANTIFOLIC | STEROID THERAPY 


Fig. 1.—Response to corticotropin and cortisone of patients in Series A 
in whom resistance to amethopterin developed. 


was induced during the second course of hormone admin- 
istration. These remissions were of such short duration 
that it was considered unwise to give further hormone 
therapy, and the folic acid antagonists were employed. 

In Series B the disease process had been known to 
have been established from five to nine months, with an 
average of eight months, before the start of antifolic 
therapy. From three weeks to two months had elapsed 
from the onset of the first symptom of disease to the start 
of treatment with corticotropin or cortisone. 


INITIAL METHOD OF TREATMENT 

In Series A the antifolic treatment used previously was 
given by the intermitteat method.® The antagonist 4- 
amino-N'’-pteroylglutamic acid (amethopterin) was the 
drug most commonly used. Treatment was usually 
started at 5 mg. per day of amethopterin, intramuscularly 
or by mouth, and continued until a remission or toxicity 
developed. In the latter instance treatment was resumed 
as soon as the episode of toxicity was over, providing the 
bone marrow still showed no sign of a remission. It was 
sometimes necessary to increase treatment to 10 mg. per 
day, while other patients only tolerated 2.5 mg. per day. 
The dose appeared to bear no relationship to the weight 
or age of the patient. Once a remission was established, 
therapy, was discontinued. The patient was followed in 
the outpatient clinic, and bone marrow aspirations were 
performed once every two weeks. Particular importance 
was placed,on the marrow examination, as in this way a 
relapse could be detected before there were clinical mani- 
festations of the disease. Treatment was started as soon 
as the percentage of leukemic cells in the marrow was 
greater than 15 to 20%, and again continued until 
another remission or toxicity developed. Supportive 
therapy in the form of antibiotics and blood transfusions 
was given whenever fever or a moderate decrease in 
hemoglobin was present. By use of these agents it was 
often possible to tide a patient over a period of severe 


7. (a) Pearson et al.’ Pearson, O. H.; Eliel, L. P., and Talbot, T. R., Jr.: 
The Use of ACTH and Cortisone in Neoplastic Disease, Bull. New York 
Acad. Med. 26: 235, 1950. (b) Pearson, O. H., and Eliel, L. P.: Use of 
Pituitary Adrenocorticotropic Hormone (ACTH) and Cortisone in Lympho- 
mas and Leukemias, J. A. M. A. 144: 1349 (Dec. 16) 1950. 
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toxicity until the bone marrow was able to regain func- 
tion. 

In Series B cortisone or corticotropin was given as the 
initial form of treatment. The dosage level of cortico- 
tropin was 50-100 mg. per day, and cortisone 50-200 
mg. per day. Therapy was continued until a remission was 
established or until it was apparent the leukemic process 
was progressing rather than regressing. 

During hormone treatment the patients were kept on 
a low-salt diet with normal protein and caloric require- 
ments. The blood pressure, weight, leukocyte count, and 
hemog!lobin were checked daily, and the blood chemis- 
tries, CO,, chlorides, sodium, potassium, blood sugar, 
and blood urea nitrogen were determined once or twice 
weekly as indicated. A careful watch was kept for the 
onset of potassium deficiency, which manifested itself 
clinically by abdominal distention and lethargy. 

Antibiotics and blood transfusions were used in this 
group of patients only when it was absolutely essential. 
Every effort was made to study the effect of the hormones 
alone. 

Hormone therapy was usually stopped as soon as a 
remission had been firmly established, and the patient 
was followed in the outpatient clinic with marrow aspira- 
tions at least onze every two weeks. In two patients 
(cases 1 and 5) cortisone therapy was continued at home 
after a remission had been well established. 


TREATMENT AFTER RESISTANCE HAD DEVELOPED 

Series A patients received cortisone in doses ranging 
from 100-400 mg. per day, or corticotropin at a level of 
50-100 mg. per day. The general regimen was the same 
as that followed during the initial form of treatment for 
Series B. Antibiotics and blood transfusions were given 
whenever there was fever, bleeding, or a low hemoglobin 
value. 

Series B patients were treated with amethopterin, 5 to 
10 mg. per day by mouth, in the same way described for 
the initial therapy for Series A patients. Antibiotics and 
transfusions were used sparingly. These patients were 
hospitalized throughout the course of amethopterin treat- 
ment. 

All patients, with the exception of one (case 6), re- 
ceived an adequate course of therapy with amethopterin, 
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Fig. 2.—-Response to amethopterin of patients in Series B in whom 
resistance to corticotropin or cortisone developed. 


based on previous experience with the folic acid antago- 
nists.° This patient had a drop in white blood cell count 
after four days of treatment, with the onset of bleeding, 
diarrhea, and mouth ulcerations in another two days. 
Therapy was discontinued, and the patient died 11 days 
after amethopterin administration had been started.- 
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Cortisone was continued during the first three days of 
amethopterin treatment. 

In our experience, patients treated by the folic acid 
antagonists usually cbtain longer remissions and survive 
longer. For this reason patients in Series A were given, 
whenever possible, another course of amethopterin as 
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intramuscularly administered cortisone (1.05 gm.). 
Therapy was changed to 5 mg. amethopterin a day by 
mouth, and after 16 days of this treatment a good clin- 
ical and hematological remission was established. Three 
patients (cases 2, 7, and 15) showed no beneficial 
response. 

Examination of the marrow aspirations 


% Polys-in 

ewe in these patients showed an early return of 
(gm) 10° — ee high percentage of leukemic cells present. 
This was in contradistinction to the mar- 
row smears of patients on antifolic therapy, 
where there was first a great decrease in 
Treotment cellularity with a marked fall in leukemic 


DURATION IN WEEKS «c. BLOOD 


Fig. 3.—Course of disease, laboratory findings, 
years. 


AMINOPTERIN 1 mg./doy AMETHOPTERIN 5 mg. /day 


soon as relapse occurred after one course of cortisone or 
corticotropin. it was hoped that after the course of cor- 
ticotropin or cortisone, remissions would again be 
achieved in patients through amethopterin treatment. 


RESULTS IN SERIES A PATIENTS 


A summary of the clinical results and laboratory data 
are presented in tables 1 and 2. In the patients who re- 
sponded well to treatment there was an increase in ap- 
petite and well-being one and one-half to six days after 
starting treatment. Diminution of the size of the liver, 
spleen, and nodes followed later, and marrow improve- 
ment was noticed two to five weeks after starting treat- 
ment. 

The elevation of blood pressure from treatment was 
sufficient to necessitate discontinuing hormone therapy 
temporarily in three patients (cases 2, 4, and 6). It is 
possible that the elevation of blood pressure in two (cases 
3 and 8) may have contributed to the immediate cause 
of death, i. e., cerebral hemorrhage. 

The rise in reticulocyte count to over 
5% was detected in nine patients (cases 1, 
4, 5, 6, 8,9, 10, 11, and 14), and the drop 
in the eosinophil counts was demonstrated 
in eight (cases 1, 4, 5, 8, 10, 11, 13, and 
14). A gain in weight was noticed in all 
patients except one (case 10), and there 
was often some accompanying pitting 
edema over the sacrum and lower limbs 
(cases 2, 3, 4, 6,8, and 9). 

By study of the above criteria, it is seen 


0 33 
MARROWE 
CELLS 


| AMINO-AN-FOL 50 mg./day [J 2.6-DIAMINOPURINE 300 mg. /day CORTISONE 150 mg. /day 
ACTH 100 mg. ‘day 


and therapy in patient L. D., male, aged 


60 


6346 43592! 42 % 


cells in the bone marrow. Later, if a remis- 
sion was forthcoming, the marrow regen- 
erated and the erythroid cells appeared to- 
gether with the normal myeloid series. 
Seven patients in Series A (cases 1, 4, 
5, 6, 11, 13, and 16) were treated with amethopterin as 
soon as relapse of the disease was detected after finishing 
the course of cortisone or corticotropin. Two patients 
(cases 12 and 14) started amethopterin therapy directly 
after discontinuing the hormone treatment. One patient 
(case 9) was tried again on amethopterin after the de- 
velopment of hypertension with petit mal attacks during 
the second course of corticotropin. In spite of prolonged 
amethopterin treatment there was no satisfactory re- 
sponse and the patient died. Of the seven patients men- 
tioned above, four patients (cases 4, 5, 6, and 13) have 
shown no satisfactory response. One patient (case 1) 
showed some slight evidence of a remission with an im- 
provement in well-being and marrow improvement. This 
progress was not maintained, and the patient died five 
months after the cortisone treatment was started, with 
typical leukemic findings. Two patients (cases 11 and 
16, figs. 3 and 4) appear to have regained sensitivity. 
One patient (case 11) had two eight-week remissions 
following short courses of amethopterin therapy, and one 
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that 10 patients (cases 1, 4, 5, 6, 9, 10, 
11, 12, 13, and 16), had a good clinical 
and hematological response and three 
others (cases 3, 8, and 14) showed marked 
improvement of erythropoiesis in the bone 
marrow. During treatment two of these 
three patients (cases 3 and 8) died from an intracranial 
accident. The other patient (case 14) showed a good im- 
provement in erythropoiesis, but the percentage of leu- 
kemic cells in the marrow remained between 60-70% 
after 32 days of therapy with orally administered corti- 
sone (a total of 9.2 gm.), and seven days of therapy with 


5 years. 


MAMETHOPTERIN 5 mg./day 


Fig. 4.—Course of disease, laboratory findings, and therapy in patient G. C. 
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CORTISONE® 150 mg./day {500 cc. BLOOD 


, female, aged 


(case 16) has had one remission lasting four weeks, fol- 
lowing a course of amethopterin. 

The survival time from the start of cortisone or cor- 
ticotropin therapy to the time of death varied from 3 days 
to 10 months, and an average for the whole group was 
4 months. Two patients (cases 14 and 16) are still living. 
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TaBLE 1.—Therapy and Results in Sixteen Patients in Series A Treated 


u 


Patient 


cove 


8. 


Ww.k 

. 
J. 


L. 


10 


aby 


Sex 


Time in Mo, 
from 


to Start of 


Onset of 


Disease 
Therapy 
1 


First Course of Therapy—Folle Acid Antagonists 


Drug * 


Ameth. 
Ameth. 
Ameth., 
Ameth, 


Anin, 
DAP 
Anin, 
Ameth., 
Ameth. 
A-Ter, 
DAP 


Ameth. 


Ameth. 


Ameth, 
Ameth. 
Ameth. 
Ameth. 


Ameth, 
Ameth, 
DAP 


Ameth. 


Ameth, 
Ameth. 
Ameth, 
Ameth. 
Ameth. 


Ameth. 
Ameth. 


Ameth, 
Ameth, 
Ameth, 


Ameth. 


Total Dose 
Mg. 


Duration 
in Days 


15 


Results 

R 6 wk 

T—R 5 wk. 

T—PR 3 wk, 

T—NR 


T—R 4 wk. 
T 


T—PR 2 wk, 
T—R 7 wk. 


— 
Case 
1 5 } 110 22 
130 53 
100 20 
2 2 | 45 91 
8,200 16 
15 7 
S) 21 —R 5 wk, 
66 ~R 3 wk. 
3 6 
1,500 7 —NR 
3 2 F 1 35 7 
Ameth. 17 7 R 5 wk. 
Ameth. 215 4 4 wk, 
Ameth. 70 13 
Ameth. 665 30 
2.400 12 
15 6 T—NR 
4 M 6 140 48 
85 23 PR 4 wk. 
135 37 T—PR 83 wk. 
40 6 
6 2 M 8 152.5 50 R 6 wk, 
189.3 43 
1,350 ll 
Vil 
195 
6 | M f 6 AAF 1,020 21 T—R 4 wk. 
AAF °4 
Amin, 20 26 R 2 wk. 
Ameth, 110 21 R 3 wk. 
Ameth. 105 20 R 5 wk. 
Ameth. 90 19 R 4 wk. 
Ameth. 95 19 T—R 4 wk, 
Ameth., 135 27 R 5 wk, 
Ameth., 105 22 T 
16 T—NR 
7 6 M 7 aT) 19 T—R 4 wk, 
35 7 
5 l4 R 4 wk. 
22.5 10 
20 7 T—NR 
8 4 1 Anin. 32.5 23 
Ameth. Bo 10 T—R 7 wk. 
Ameth. 175 37 T—PR 3 wk, 
Ameth., 220 30 T—R 7 wk. 
145.5 83 
100 20 T—NR 
9 wy M 5 230 = T—R 9 wk, 
210 65 R 4 wk, 
76 || T—NR 
10 3% M 1 Ameth. 75 22 P| 
Ameth. 17 
Ameth 110 21 
Ameth. 10 
Ameth. 155 35 
Ameth 35 7 
Ameth. 50 10 
M 2 AAF 1,075 21 
AAF 600 12 
Amin. 20 20 T 
DAP 2,100 20 T 
Ameth, 115 22 R 22 wk. 
Ameth, 8&5 17 T—R 16 wk. 
Ameth. 35 
DAP 2,700 9 
| 72.5 34 T—NR 
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Second Course of Therapy—Hormones 


Total 
Hormone 
‘ourse ** 


Cort. 3.75 gm. 
over 25 days 


ACTH 0.65 gm, 
over 14 days 


Cort. 5.55 gm. 
over 37 days 


Cort. 3.5 gm. 
over 37 days 


Cort. 3.5 ¢m 
over 34 days 


Cort. 
over 


Cort. 0.3 gm. 
over 2 days 


Cort. 4.2 gm. 
over 38 days 


ACTH 0.96 gin. 
over 23 days 


Cort. 3.1 gm. 
over 37 days 


Cort. 74 em. 
over 47 days 


Results } 


Liver 

Spleen 1 

Reticulocytes 3.6% 

Eosinophils 137.5, eu. to 1.6/eu. nm. 
Blood Pressure—no change 

Weight + 1 Ib. (0.5 kg.) 

Remission 3 wk. 


Liv 

Splee 

generalized—no change 
tetic uloc tes 0 6 1.3% 
Eosinophils 1.6/eu. mm. to 0 
Blood Pressure—initial rise 
Weight + 5 lb. (2.3 kg.) 

Died 


Liver 8—3 

Spleen at costal margin—o 
Nodes generalized—0 
Reticulocytes 0.2%—2.8% 
Eosinophils 0—0 

Blood Pressure 64—150, 90 
Weight + 4 Ib. (1.8 ke.) 
Died 


Liver 5—no change 

Spleen 8—no change 

Glands—no adenopathy 

Reticulocytes 3.4%—8% 

Eosinophils 14.1/eu. mm. to 10/eu. mm. 
Blood Pressure 120/85—145/115 

Weight + 3% Ib. (1.5 kg.) 

Remission 3 wk. 


Liver 6—2 

Spleen 6—costal margin 

Nodes generalized—0 

Reticulocytes 0.6%—12.6% 

Eosinophils 6.25/cu. mm. to 0 

Blood Pressure—no change 

Weight + 2 Ib. (0.9 kg.) 

Remission 4 wk. 

Hypertensive encephalopathy at onset 
of course 


Liver 4—8 

Spleen 4—0 

Inguinal nodes +—0 
Reticulocytes 0.8%—13.4% 
Eosinophils 1.6/eu. min. to 0 
Blood Pressure 94/78—140/60 
Weight + 9 lb. (4 kg.) 


Died 


Liv 

Splee 

Reticulocytes 1.1%—5.8% 
Eosinophils 6.25/eu. mm. to 0 
Blood Pressure 110/75—160/110 
Weight + 1 Ib. (0.5 kg.) 

Died 


Liver 3—costal margin 
Spleen 12%—costal margin 
Nodes generalized—0 
Reticulocytes 0.1%—10.1% 
Eosinophils 1.6/eu. mm. to 0 
Blood Pressure—no change 
Weight + 6% Ib. (2.9 kg.) 
Remission 6 wk, 


Liver 8—4 

Spleen 11—4 

Nodes generalized—no change 
Reticuloeytes 0.1%—17.6% 
Eosinophils 42.2/eu. mm, to 0 
Blood Pressure—no change 
Weight 154 Ib. (0.8 kg.) 
Remission 5 wk. 


Liver 3—no change 

Spleen tip—0 

Nodes generalized—0O 
Reticulocytes 0.3%—8.1% 
Eosinophils 12.5/cu. mm. to 0 
Blood Pressure—no change 
Weight +7 Ib. (3.2 kg.) 
Remission 3 wk. 


Subsequent Therapy 


Dose in 


Ameth. 


Ameth. 20 


“e ee 


Ameth. 20 


Arneth. 70 


10 


5 


Died; intracranial hemorrhage 


Marrow—50% erythroid cells 


ACTH 700 
Cort. 1,500 
Ameth 165 
Ameth 2 40 
Ameth. 
ACTH 200 
Cort. 8,000 
Ameth. 70 
Ameth., 40 
Ameth. 57.5 
Ameth. 40.5 
ACTH 2,600 
Cort. 1,200 


Duration 
Therapy § Mg. in Days 


Result + 


(Pneumonia) 
Died 


T—Died 


T—Died 


Total 
Survival 
in Mo, 


15% 


4% 


Hypertension 19% 
Hypertension 


T 

T 

Died 

Died 

T-—R 8&8 wk. 
T—R Owk. 

T—NR 
Died 


18% 


27 


| 
Ameth. 62.5 25 27 
Ameth. 80 16 
Ameth. 15 3 1 
Cort. 600 3 Died 
14 
80 
11 
21 
4 
| 
14 
1] 
17 
3 


992 RESISTANCE IN LEUKEMIA—PILLERS ET AL. J.A.M.A., March 22, 1952 


TABLE 1.—Therapy and Results in Sixteen Patients in Series A Treated with 


Time in Mo. 


Onset of First Course of T mareey Folie Acid Antagoniste 

Case Age in to Start of Total Dose Duration 

No. Patient af. Sex Therapy Drug * Mg in Days Results t 

12 3 M 2 Ameth. 175 47 
Ameth. 85 15 R 3 wk. 
Ameth. 480 06 T—NR 

13 2 M 2 Ameth. 120 49 R 5 wk. 
Ameth. 195 95 
Ameth. ys) 14 R 5 wk 
Ameth 120 380 R 5 wk 
Ameth 18 4 wk 
Ameth 70 14 T—R 3 wk 
Ameth 20 9 T—NR 

14 4 F 2 Ameth. 40 R 7 wk. 
Ameth., 115 24 R 5 wk. 
Ameth. 70 14 
Ame‘h. 125 30 T—R 5 wk. 
Ameth. 252.5 &9 T—NR 

15 10 mo. M 2 Ameth. 75 28 R 9 wk. 
Ameth. 75 29 R ? wk 
Amoth, 175 42 R 3 wk 
Ameth. 57.5 14 
Ameth., 28) 75 R 5 wk, 
Ameth. 95 20 T—NR 

16 1 Ameth 220) R 9 wk 
Ame‘th 129 R 3 wk 
Ameth. T—R 3 wk 
Ameth. 640 126 T—NR 

Amoth — nethont~ ‘in acid), Anin — aninopterin (-aminoe- acid). °%.6-di- 
aminopurine. “AAR — amino-an-fol (4-aminopteroylaspartie acid). Amin. = aminopterin (4-aminopteroylglutamie acid), A-Ter, = uminoteropterin (4- 


1 R = remission; T — toxicity; PR = partial remission; NR = no remission, 


TaeLte 2.—Theranyv and Results in Six Patients in Series B Treated with Folic Acid 


Time in Mo. 
from 
Onset of "inst Course of T "herapy _ Hormones 
Case Ave in to Start of Duration 
No. Patient ¥¢. Sex Therapy Hormone * Total Dose in Days Results t¢ 
1 3 F 1 Cort. 1.7 20 R—6 wk. 
Cort. 3.4 gm. 34 PR—6 wk. 
Cort. 18 em. 4? Cushing's Syn- 
(maintenance) drome 
2 7 F 2 ACTH 1.45 gm. 29 R—12 wk. 
ACTH 15 gm. 19 Relapsed on therapy 
3 5 M 1 ACTH 1.15 gm. 24 R—4 wk. 
ACTH 3.22 gm. O4 R—6 wk. 
Cushin ¢’s Syndrome 
4 3 F 1 ACTH 0.35 gm, 7 R—4 wk. 
ACTH 14 gm. 28 
Cort. 14 gm. 14 R—4 wk. 
ACTH 17 gm. 23 nsion 
Cort. O.8 gm. 4 
5 4 F 1 ACVH 13 gm. °6 R—-9 wk. 
ACTH 5.4 gm. Rel: on therapy 
6 i See > 3 M 1 Cort. 2.6 gm. R—4 wk. 
Cort. 1.4 gm. (maintenance) 
Cort. 8.2 gm. 4s Cushing's Syndrome 
* Cort. = cortisone. ACTH = corticotropin. + R = remission. PR = partial remission, ** Ameth, = amethopterin. DAP = 2,6-diaminopurine 
RESULTS IN SERIES B PATIENTS marrow, however, remained with about 50% leukemic 
In Series B three patients (cases 1, 2, and 3) showed forms, and, in spite of good erythropoiesis, the hemo- 
a good response, One patient (case 4) a partial remis- globin value was never built above 10 gm. without the 
sion, and two (cases 5 and G) died showing no improve- aid of transfusion. 
ment. Further remissions by amethopterin therapy were Four patients (cases 1, 2,3, and 4) showed a good rise 
only accomplished in one of these three patients (case in the reticulocyte count while on treatment, and this in 
1). One patient (case 4) showed a partial hematolog- turn was reflected by some ability to build hemoglobin 


ical remission, with improvement clinically. The bone by these patients. 
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993 


Second Course of Therapy—Hormones 


- —, Subsequent Therapy 
Hormone Dose in Duration Survival 
‘ourse ** Results ¢ Therapy § Meg. in Day Result ¢ in Mo, 
Cort. 3.9 gm. Liver 3—no change Ameth, 107.5 35 T—NR ll 
over 26 days Spleen 3—0 12 6.7 7 tHens 
Generalized small nodes—0 Cort. 1,650 11 Died 
Reticulocytes 0.5%—3.5% 
Eosinophils 3.1/cu. mm. to 0 
Blood Pressure slight elevation 
Weight + 2 Ib. (0.9 kg.) 
Remission 4 wk. 
Cort. 2.85 gm. Liver 3—no change Ameth. 35 14 T 16 
over 19 days Spleen 5—0 Ameth. Ww 4 T—NR 
Generalized adenopathy—0 ACTH 1,039 22 
Reticulocytes 0.9% —2.9% Ameth. 22.5 5 Died 
Eosinophils 32.8/cu. mm. to 0 
Blood Pressure—no change 
Weight +1 lb. (0.5 kg.) 
Remission 4 wk. 
Cort. 10.25 gm. Liver 2—at costal maryzin 17 R 2 wk 18+- 
(9.2 p.o. Spleen at costal margin—0O Ameth. and CF Under treatment 
1.05 i.m.) Generalized adenopathy—0O 
over 39 days Reticulocytes 4.2%—8.5% 
Eosinophils 25/eu. mm. to 0 
Blood Pressure—no change 
Weight + 6 Ib. (2.7 kg.) 
Partial remission 
ACTH 0.48 mg. Liver 9—9 ee ee PYT TT 14% 
over 8 days Spleen 0—0 
Nodes generalized—no change 
Reticulocytes—no record 
Eosinophils—no record 
Blood Pressure—no change 
Weight—no change 
Died 
Cort. 2.7 gm. Liver 3—no change Ameth. 55 11 R 4 wk. 17+ 
over days O—no change Ameth. Under treatment 
Nodes 0—0 
Reticulocytes 0.30% —1.2% 
Eosinophils 4.7/eu. mim. to 0 
Blood Pressure—no change 
Weight + 2 Ib. (0.9 kg.) 
Remission 4 wk. 
** Cort. = cortisone; ACTH = corticotropin. 
t Liver and spleen are measured in centimeters below costal margin in mideciavicular line. 
§ Abbreviations as in * and **, CF = synthetie citrovorum factor (N°-formyl5,6,7,8-tetrahy pteroylglut acid). 
Antagonists After They Ceased to Show Response to Corticotropin or Cortisone 
Second Course of Therapy Folic Acid Antagonists 
Results Final Course of Therapy 
Total Dose Duration % Retieu- Remission Duration 
Drug ** in Mg. in Days locy tes in Wk. Therapy § Dose in Days Result 
Ameth, 55 15 3.96.1 ee yer 
Ameth. 70 14 0.8—1.0 4 
Ameth. 295 65 ree 2 
Ameth, 105 21 vi 
DAP 1,400 17 During R 
Ameth. 125 %5 R 
Ameth. 155 46 6 Ameth. At home Died 
Ameth. 115 27 1.2—6.3 3 ACTH 2.4 gm, 24 Died 
Ameth. 95 21 
Ameth. 75 18 T-NR 
Ameth, 40 O38 0.1 Died ee 
Ameth. 355 64 4.1—12.6 T-PR ACTH 14 gm, 14 Died 
Ameth. 120 30 2.5—1.0 T-NR 
Ameth. 41 ‘ Died 


t R = remission. T = toxicity. NR = no remission. PR = partial remission. 


The survival time from the start of amethopterin treat- 
ment to the time of death varied from 11 days to 6 
months, giving an average for this small group of 3 to 
4 months, 

COMMENT 

The development of resistance of bacteria and pro- 
tozoa to chemotherapy has been demonstrated by many 
investigators. In somewhat similar studies, the cells of 


§ Ameth. = amethopterin. ACTH = corticotropin. 


two strains of transplantable mouse leukemia have been 
shown to develop resistance in a manner comparable to 
that of bacteria.* 

The development of resistance in the 16 patients in 
Series A was demonstrated by the fact that prior to hor- 
mone therapy at least one episode of antifolic toxicity 
had developed without a subsequent remission. After the 
usual time had elapsed for the toxicity to clear without a 
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remission developing 10 of the 16 patients then obtained 
remissions by a course of corticotropin or of cortisone. 
Hence it was demonstrated in these patients that there 
was no cross resistance between the hormone therapy 
and the folic acid antagonists. That a remission resulted 
in these patients from hormone treatment would also in- 
dicate that they were resistant to the folic antagonist 
therapy, and not merely so far along in the course of 
their leukemic disease that they were unable to respond 
to any form of therapy. 

It was hoped that after a course of hormone treatment 
the leukemic cells would lose their resistance to amethop- 
terin, and further remissions from this form of therapy 
would be obtained.* The manifestations of toxicity from 
amethopterin were again demonstrated by the 10 patients 
so treated following hormone therapy. But only in two 
of these patients (cases 11 and 16) did remissions de- 
velop after their episodes of toxicity. In these patients it 
is considered that the leukemic cells lost their previous 
resistance to amethopterin following, or possibly as a 
result of, hormone therapy. 

Metabolic data on one of the patients in Series B has 
been reported elsewhere (case 2).° The data show that 
during the second course of corticotropin treatment there 
was a sharp rise in the urinary excretion of formalde- 
hydogenic steroids and a moderate rise in ketosteroid 
excretion. These observations indicaie that treatment in- 
duced an increase in adrenocortical activity, and it is 
apparent that the failure to obtain a remission was not 
due to the lack of response of the adrenal cortex, but 
rather that the leukemic cells had become resistant to 
the effects of the increased adrenal cortical function. 

In other patients in this series, relapse of the leukemia 
occurred despite evidence of increased adrenal cortical 
function. 

In Series A the average prolongation of life for the 
whole group was four months, and with two patients 
(cases 14 and 16) still living at the time of this report it 
is felt worthwhile to continue this method of approach 
in future patients. 

In Series B there was an average prolongation of life 
from three to four months, but only one patient (case 1) 
has had repeated remissions from amethopterin treat- 
ment. The reason for this is not clear, and in this very 
small series of cases it is not possible to draw any definite 
conclusions. 

The remissions following either type of treatment are 
characterized by an improvement in clinical status, a 
return of the bone marrow to normal function that is in 
turn reflected in the peripheral blood by a reticulocyte 
response, an ability to build and maintain hemoglobin, 
and a normal total and differential white blood cell count. 
From these facts and other data presented, it would ap- 
pear that although the remissions resulting from hormone 
treatment on the one hand, and the folic acid antagonists 
on the other, develop along similar lines, these drugs 
probably act through quite different mechanisms. 


SUMMARY AND CONCLUSIONS 
1. Sixteen children (Series A) with acute leukemia 
were treated with hormones after no further improvement 
could be obtained by antifolic therapy. 
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2. Six children (Series B) with acute leukemia were 
treated with 4-amino-N'’-pteroylglutamic acid (ameth- 
opterin) after no further improvement could be obtained 
by hormone therapy. 

3. Ten patients in Series A had a good clinical and 
hematological response. One patient had a partial hema- 
tological and clinical response. Two patients died during 
treatment from cerebrovascular accident, but showed 
significantly increased erythropoiesis in the bone mar- 
row before death. Three patients showed no response. 

4. In Series B, three patients had a good clinical and 
hematological response. One patient had a partial hema- 
tological and clinical response. Two patients showed no 
satisfactory response, and one of these died 11 days 
after starting amethopterin treatment. 

5. The observation that a high percentage of patients 
respond to hormone or antifolic therapy at a late stage 
in the course of their disease when they have developed 
resistance to the other method of therapy suggests that 
corticotropin (ACTH) and cortisone have a different 
primary mode of action on the leukemic process from 
that of the folic acid antagonists. 

6. These observations indicate that hormones or folic 
acid antagonists are effective in producing further remis- 
sions in approximately 50% of patients showing resist- 
ance to one type of therapy. 

7. This method of approach may be of further im- 
portance if sensitivity to the original form of treatment 
can be reestablished. 


Sloan-Kettering Institute Memorial Hospital, 444 E. 68th St. 
(Dr. Burchenal). 


8. Burchenal, J. H.: Discussion, News and Views, Blood 5: 792, 1950. 

9. Pearson and Eliel.*” Pearson, O. H., and Eliel, L. P.: Recent 
Progress in Hormone Research, Laurentian Conference, 1950, to be 
published. 


Allergy of Urinary Tract . . . While urinary tract allergy 
may occur, the literature contains few reports in which both an 
organic basis has been completely excluded and an allergic 
basis incontrovertibly proved by the diagnostic studies which 
are described. For the skeptic, even the most convincing and 
suggestive cases are lacking in some important details. In our 
analysis of 613 patients with six urologic conditions selected be- 
cause of resemblance to types reported as due to allergy and 
with etiology either unknown or not fully explained, we find 
an allergy present in 12% of the group. This percentage is so 
similar to the accepted incidence of allergy in the general popu- 
lation that we do not feel justified in suspecting that allergy 
plays any major role in these disorders. In none of our cases 
who were studied completely urologically and for allergy did 
the allergy seem to be of etiologic significance. The consensus 
of clinicians in an unofficial poll is that urinary allergy is very 
rare. 


.. . The urinary tract, in contrast to the skin, respiratory 
and gastrointestinal tract, has relatively little if any normal 
contact with foreign protein or other substances in their natural 
state. It is buffered by the other systems as well as by the blood 
and lymph, and only those substances which pass this barrier 
reach the urinary tract. This may be a possible explanation for 
the infrequency of obvious sensitivity to these agents in the 
urinary tract and for the difficulty with which we can demon- 
strate humoral or reagin type sensitivity. Allergy, which involves 
cellular reactions, would find the kidney no more protected than 
other body tissues, and we find lesions of this type as frequent 
or more frequent in the kidney than elsewhere.—Susan C. Dees, 
M.D., and Eileen C, Simmons, M.D., Allergy of the Urinary 
Tract, Annals of Allergy, Nov.-Dec., 1951. 
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The clinical data on 500 couples originally examined 
because of infertility were analyzed by means of an Inter- 
national Business Machine. A study of the subsequent 
course of these couples showed a decreased incidence of 
pregnancy in wives who had undergone certain gyneco- 
logic operative procedures. The wives with similar patho- 
logical gynecologic conditions who did not have opera- 


tions showed no such decrease, and in some instances | 


had a pregnancy incidence above that of the entire group. 
A further investigation of the clinical details in the group 
who had operations and the group who were not oper- 
ated on was made. In this paper we shall attempt to con- 
trast patients with chronic cervicitis with those who had 
previous cervical operations, patients with uterine retro- 
displacements with those who had had suspensions of the 
uterus, patients with cystic Ovaries with those who had 
had ovarian operations, and patients with chronic adnex- 
itis with those who had had previous tubal operations. 

This group of 500 infertile women had 181 pregnan- 
cies following our survey, an incidence of 36.2%. This 
includes 10 additional pregnancies since our preliminary 
report,’ so that necessarily some of the present data will 
vary slightly from those of the previous report. The over- 
all figures showed that the incidence of pregnancy among 
the 295 wives who had no pelvic operations prior to our 
survey (table 1) was 37.9% following our survey. The 
incidence of pregnancy among 205 wives with a history 
of previous pelvic operations (290 procedures) was 
33.6%. Analysis of the group from another standpoint 
revealed that, of 205 wives for whom no gynecologic 
diagnosis was made at the outset of our survey, 88 
(42.9% ) became pregnant. The remaining 295 wives 
with diagnoses of pathological gynecologic conditions had 
a pregnancy incidence of 31.5%. It was interesting also 
to note that, in contrast to the 290 pelvic procedures per- 
formed in 205 wives, urologic pzocedures (excluding 
operations in the upper urinary tract) were done in only 
39 husbands, In contrasting two groups of patients 
we correlated certain details, such as history of studies 
done prior to Our survey, presence or absence of dys- 
menorrhea and dyspareunia, and ‘psychosomatic diffi- 
culties. Data from our sterility studies and the general 
prognoses of the couples in each group were analyzed. 

At the termination of the sterility studies, the couples 
were seen in conference, the results of their studies were 
reviewed, and estimation of their fertility prognosis was 
attempted. We graded separately (good, fair, and poor) 
the prognosis of both the husband and the wife. The out- 
look for the couple was based on a reasonable combina- 
tion of the two. The couple’s prognosis was decided by 
the lowest grade assigned to a member, i. e., wife good, 
husband poor, couple poor. This type of evaluation is jus- 
tified by the fact that the incidences of pregnancy among 
persons with each rating were as follows: good, 61.0%; 
fair, 40.8% ; poor, 13.4%. 


CERVICAL OPERATIONS AND CHRONIC CERVICITIS 


Major cervical operations (cervical amputations, con- 
izations, and extensive cauterizations) had been per- 
formed prior to our sterility survey in 49 of the 500 wives 
(table 2). There were 13 pregnancies in this group, an 
incidence of 27.5%, less than the incidence of 36.2% 
for the entire group. Chronic cervicitis was found at the 
time of our original survey in 110 wives, none of whom 
had had previous cervical operations. There were 41 
pregnancies (37.2%) in this group, 1% more than in 
the entire group. The remaining 341 wives who had had 
neither cervical operations nor chronic cervicitis had 127 
(37.2% ) pregnancies following the survey, also 1% 
more than the entire group of 500. 


TABLE 1.—Comparison of Fertility in Patients with Previous 
Pelvic Operations and Patients with Gynecologic Abnormalities 


Deviation 
from 
No Total 
N Preg-  Preg- Preg- Group 
Patients nanpey nancy nant Incidence 
No previous gynecologie oper- 
183 112 37.9 + 1.7 
Previous gynecologie opera- 
eT 205 136 ou 33.6 — 2.6 
No gynecologic abnormality... 205 117 + 6.7 
Gynecologic abnormality..... 295 202 93 31.5 — 4.7 


TABLE 2.—Comparison of Fertility in Patients with Cervical 
Operations and Patients with Chronic Cervicitis 


Deviation 
rom 
No % Total 
No. Pa- Preg- Preg- Preg- Group 

tients naney nancy Incidence 
Cervical operations.......ccccccs. 49 36 13 27.5 — 8.7 
OChronia 110 69 41 37.2 +1.0 
No operations or cervicitis...... 341 214 127 37.2 + 1.0 


In analyzing sterility studies done elsewhere prior to 
Our survey, it was found that women who had had cervi- 
cal operations also had had more air tubal tests (20% 
more) and basal metabolic determinations (14% more) 
than the group as a whole, but no more postcoital exami- 
nations. However, the difference was not so marked as 
might be expected, since in almost all patients the cervical 
operations were performed to relieve a condition (cervi- 
citis) that a physician considered a factor in the patient’s 
infertility. Certainly a much higher incidence of previous 
postcoital examinations would have been expected. 

The postcoital examination (Hiihner) is the most im- 
portant study in our survey in a comparison of patients 
with chronic cervicitis and previous cervical operations. 


From the Department of Obstetrics and Gynecology and the Division 
of Endocrinology, Duke University School of Medicine and Duke Hospital. 

Read before the Section on General Practice at the One-Hundredth 
Annual Session of the American Medical Association, Atlantic City, 
June 14, 1951. 

1, Turner, V. H.; Davis, C. D.; Zanartu, J., and Hamblen, E. C.: 
Analysis of Clinical Data of 500 Childless Couples: Infertility Results, 
South. M. J. 44: 628-638 (July) 1951. 
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The number of patients with previous cervical opera- 
tions who had normal results of postcoital examinations 
was 13.4% below the 52.2% in the entire group, wh-le 
the number of patients with chronic cervicitis who had 
normal findings was only 3% below the figure for the 
whole group. Further study of the 49 wives who had had 


TABLE 3.—Comparison of Incidence of Pelvic Operations in 
Cervical Operation and Chronic Cervicitis Group 


Cervieal Suspension Tubal Ovarian 
Opera- Opera- Opera- Opera- 


No Pregnancy tions tions tions tions 
STOUD (EIS). 11.3 7.5 6.0 11.9 
Cervical operations (96)....... 10.0 une 2.8 8.3 
Chronic cervicitis (69)......... ote 44 eee 44 

Pregnancy 
7.2 6.1 17 8.3 
Cervical operations (13)....... 100.0 sida 
Chronie cervicitis (41)......... oaee 2.4 4.9 24 


previous cervical operations revealed that 26 still had 
residual chronic cervicitis (making a total of 136 pa- 
tients with chronic cervicitis). These 26 patients had 
9.9% fewer normal postcoital findings than the entire 
group, but the 23 patients with previous cervical opera- 
tions who had no residual cervicitis had 17.4% fewer 
normal findings. This probably indicates that in these 
patients the operation was radical enough to eliminate 
all or most of the cervical glandular tissue.” Among this 
more radically treated group there were only three 
(13.1% ) pregnancies, while 10 (38.5% ) of the 26 pa- 
tients with cervical operations and residual chronic cer- 
vicitis conceived. 

A review of the prognoses of the couples was made, 
comparing the cervical operation group with the chronic 
cervicitis group. The wives who did not become pregnant 
in both groups were originally given a better prognosis 
than the wives of the entire series who did not become 
pregnant. Among the wives who did become pregnant, 
the cervical operation group as a whole had been given 
a better prognosis for pregnancy than the chronic cervi- 
citis group. The latter group had a pregnancy incidence 
of about average. 


TasL_e 4.—Comparison of Incidence of Gynecologic Abnormali« 
ties in Cervical Operation and Chronic Cervicitis Groups 


Retro- 
Chronie displace- Chronie Cystic 


No Pregnancy Cervicitis ments Adnexitis Ovaries 


(819)... 26.6 21.5 12.9 10.4 

Cervical operations (36)..... 44.2 19.4 11.2 11.2 

Chronie cervicitis (69)....... 100.0 24.6 8.6 4.3 
Pregnancy 

28.2 23.8 2.8 9.9 

Cervical operations (13)..... 77.0 23.0 

Chronie cervicitis (41)........ 100.0 41.5 24 9.8 


An analysis of pregnancies that occurred during or 
after the survey revealed that those wives with previous 
cervical operations had an incidence of abortion 12.6% 
above the group incidence of 18.2%. Patients with 


2. (a) Meigs, J. V.: The Surgeon Surveys the Sterile Pelvis, Fertil. & 
Steril. 1: 101 (March) 1950. (6) McLane, C. M.: Recent Advances in the 
Treatment of Infertility, M. Rec. & Ann. 43: 718 (Jan.) 1949. 

3. Te Linde, R. W.: Operative Gynecology, Philadelphia, J. B. Lippin- 
cott Company, 1946. 

4. Perlin, I. A.: Suspension and the Retroflexed Uterus: Review of 
Cases, Am. J. Obst. & Gynec. 57: 959 (May) 1949. 
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chronic cervicitis not treated by surgical means had only 
3.7% more abortions than the group as a whole. Both 
patients who had had cervical operations and patients 
with chronic cervicitis had had fewer pelvic operations 
of all types than the 500 wives (table 3), so that other 
procedures did not influence results. 

Pathological gynecologic conditions found during the 
fertility studies were reviewed. The incidence of these 
findings among patients with chronic cervicitis was simi- 
lar to that of the entire group, except for a greater inci- 
dence of uterine retrodisplacements (table 4). The same 
was true for the wives with previous cervical operations, 
but an increased incidence of chronic adnexitis was 
found. 


SUSPENSION OPERATIONS AND RETRODISPLACEMENT 


A history of various types of suspension operations 
done before our survey was given by 35 patients. Eleven 
(31.4% ) of these patients became pregnant, 4.8% fewer 
than the 36.2% of the total (table 5). Retrodisplace- 


TaBLe 5.—Comparison of Fertility in Suspension Operation and 
Retrodisplacement Group 
No % 
No. Pa- Preg- Preg-  Preg- 
tients nancy nancy nant Deviation 


Suspension operations........ce0. 35 24 ll 314 — 4.8 
Retrodisplacements .............- 104 63 41 39.4 + 32 
No suspensions or retrodisplace- 

361 232 129 35.8 — 0.4 


TABLE 6.—Comparison of Incidence of Dysmenorrhea Associ- 
ated with Suspension Operations and Retrodisplacement 
Total Moderate Severe 


Dysmen- Dysmen- Dysmen- 
orrhea orrhea orrhea Unknown 


Suspension operations (35)...... 71A 45.8 20.0 5.7 
Retrodisplacements (104)........ 47.0 $2.7 14.4 0.9 
No suspensions or retrodisplace- 

Total group (300). 3.8 39.2 12.8 138 


ments of the uterus were found at the time of our survey 
in 104 wives. Of these, 41 (39.4% ) conceived, 3.2% 
more than in the entire group. 

One would expect that all women subjected to a sus- 
pension operation for sterility might at least have had 
tubal tests, basal metabolic determinations, and/or post- 
coital examinations.* We found, however, that 45.8% 
(4.4% more than in the whole group) of these patients 
had had tubal tests, 51.4% (12.8% more) had had 
basal metabolic determinations, and 37.2% (14.2% 
more) had had postcoital examinations. These figures 
are not more than 15% above those for the retrodis- 
placement group. 

Is retrodisplacement a cause of dysmenorrhea and/or 
dyspareunia? Our statistics show that the retrodisplace- 
ment group had a smaller incidence of dysmenorrhea 
than the total group (table 6). The incidence of dys- 
menorrhea was significantly greater in the group who had 
had operations. The incidence of dyspareunia was not 
greater in the retrodisplacement group but was slightly 
higher in the suspension group (table 7).* Among those 
who had had suspension operations there were 11.2% 
more well-adjusted wives than among the retrodisplace- 
ment group. There is very little difference between the 
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incidence of well-adjusted wives in the latter group and 
in the total group. 

Retrodisplacement is said to be a factor in tubal occlu- 
sion on the basis of congestion, kinks, and associated 
pathological conditions.*° The incidence of conditions 
associated with tubal occlusion did not vary significantly 
in the wives who had had suspension operations or retro- 
displacement, except that a few more (2.1% ) patients 
who had had suspension operations had closed tubes than 
those who had retrodisplacement of the uterus. The num- 
ber of patients who had two or more tubal tests was about 
the same for the two groups. 

The suspension operation is supposed to correct the 
cervical factor when the cervix is disvlaced by retro- 
version. There was no difference in the penetration of 
sperms among the wives who did not become pregnant 
in the two groups. In the group who had been treated 
by operation there was some improvement in the cervical 
factor in those who become pregnant. There were 10% 


TABLE 7.—Comparison of Incidence of Dyspareunia Associated 
with Suspension Operations and Retrodisplacement 
Total Moderate Severe 


Dyspare- Dyspare- Dyspare- 
unia unia unia Unknown 


Suspension operations (35)....... 20.6 17.2 2.8 0 
Retrodisplacements (104).......... 13.5 8.6 0 4.9 
No suspensions or retrodisplace- 

13.6 8.6 0.5 4.4 
13.5 8.6 0.6 4.3 


TaBLE 8.—Comparison of Incidence of Pelvic Operations in 
Suspension Operation and Retrodisplacement Groups 


Cervical Suspension Tubal Ovarian 
( 


Opera- pera- Opera- Opera- 
No Precnancy tions tions tions tions 
CID)... 11.3 7.5 6.0 11.9 
Suspension operations (24).... 4.2 100.0 4.2 28.6 
Retrodisplacements (63)........ 11.1 — 4.8 20.6 
Pregnancy 
CIEL)... 7.2 6.1 8.3 
Suspension operations (11).... 100.0 54.5 
Retrodisplacements (41)........ 4.9 aie eee 4.9 


more normal postcoital findings in the suspension group 
than in the wives of the whoie group who became preg- 
nant, whiie there were 10% fewer in the retrodispiace- 
ment gioup. 

Evaiuauon of the couple prognoses among the wives 
who remained sterile showed no particular difference 
between the two groups, except that there were a few 
(6.6% ) more with poor prognoses in the suspension 
group. The prognosis was good or fair for 14.5% more 
of the coupies in which the wives had suspension of the 
uterus than for all the couples who had vnildren. The 
group in which the wives had uterine retrodisplacement 
had 10.1% fewer good prognoses than all the 500 cou- 
ples and 9.9% more fair prognoses. 

The incidence of abortion is said to be higher in asso- 
ciation with retrodisplacement, but this was not confirmed 
by our statistics. The frequency of abortion was essen- 
tially the same in the retrodisplacement group as in the 
whole group.® There were no abortions in the suspension 
group. We do not know why, except that there were only 
11 pregnancies in the group. 

The wives in the suspension group who did not be- 
come @regnant had more curettements and ovarian oper- 
ations and fewer cervical operations than the entire group 
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(table 8). The women who had retrodisplacement and 
did not become pregnant had a similar number of cervical 
operations, fewer curettements, and slightly more ovarian 
procedures than the 319 wives of the whole group who 
did not conceive. Comparison among the pregnant wives 


TABLE 9.—Comparison of Incidence of Gynecologic Abnormali- 
ties in Suspension Operation and Retrodisplacement Groups 


Retro- 
Chronie displace- Chronic Cystie 


No Pregnancy Cervicitis ments Adnexitis Ovaries 


Total group (319)........... 26.6 21.5 12.9 10.4 

Suspension operations (24).. 12.5 25 20.8 4.1 

Retrodisplacements (63)...... 28.6 100 11.1 11.1 
Pregnancy 

Total group (181)........... 28.2 23.8 2.8 9.9 

Suspension operations (11).. 9.1 9.1 

Retrodisplacements (41)...... 24.1 100 3.2 10.2 


shows that there were fewer operations in the retrodis- 
placement group, but markedly more (38.7% ) curette- 
ments and ovarian operations (46.2% ) in the group 
with uteral suspension. 

Among the wives who did not become pregnant, those 
with retrodisplacement had approximately the same num- 
ber of other pathological gynecologic findings as the non- 
pregnant wives in the entire group (table 9). Among 
those with normal suspension who remained infertile, 
slight.y more had chronic adnexitis, fewer had chronic 
cervicitis, and fewer had cystic ovaries. The wives with 
suspensions who became pregnant had fewer pathological 
conditions, since the only finding was chronic cervicitis 
and its incidence was moderately less than in total num- 
bers. Among the patients with retrodisplacement who 
conceived, there was a higher incidence of endometriosis, 
chronic cervicitis, and unilateral cystic ovaries. 


TUBAL OPERATIONS AND CHRONIC ADNEXITIS 

A history of previous fallopian tube operations (uni- 
lateral salpingectomy and unilateral and bilateral sal- 
pingostomy of various types) was found for 22 of the 
500 wives (table 10). Chronic adnexitis (unilateral and 
bilateral) was diagnosed in 44 at the outset of our sur- 
vey. The incidence of pregnancy following the survey 
was 13.6% for both groups. 


TaBLeE 10.—Comparison of Fertility in Tubal Operation and 
Chronic Adnexitis Groups 


No % 
No. Pa- Prezg- Preg- Preg- _ 
tients nancy nancy nant Deviations 


Tubal 22 19 3 13.6 2.6 
Chronic 44 38 6 13.6 — 22.6 
No tubal operations or chronie 

434 262 172 39.6 + 34 


Previous sterility studies had been done less commonly 
in both groups except for basal metabolic determinations. 
The group who had had operations had had 15.8% more 
basal metabolic determinations than the group as a 
whole. Dysmenorrhea was present in a few more patients 
in both groups than in the 500 wives. Dyspareunia, how- 
ever, occurred much more frequently. The group who 
had tubal operations had dyspareunia 32% more fre- 


5. Ruben, I. C.: Sterility, in Curtis, A. H.: Obstetrics and Gynecology, 
Philadelphia, W. B. Saunders Company, 1933, Vol. 3, pp. 161-214. 

6. Barns, H. H. F.: Retrodisplaced Gravid Uterus, Brit. M. J. 1: 169- 
172 (Feb. 1) 1947. 
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quently than the total. The incidence of moderate and 
severe dyspareunia was 19% and 13% greater, respec- 
tively. Among the group who had not had operations 
dyspareunia was 25% more frequent; moderate dys- 
pareunia 10%, severe dyspareunia 11%, and data in 
four cases were unknown. Psychosomatic evaluation of 


TaBLE 11.—Comparison of Incidence of Pelvic Operations and 
Gynecologic Abnormalities in Tubal Operation and 
Chronic Adnexitis Groups 


Cervical Suspension Tubal Ovarian 

Opera- Opera- Opera- pera- 

Operations tions tions tions tions 
Tubal operations (22)........ 4.5 13.6 100.0 68.2 
Chronic adnexitis (44)....... 11.3 6.9 4.6 
Total group (500)........... G8 7.0 44 10.6 


Retro- 
Chronie displace- Chronic Cystie 


Gynecologic Abnormalities Cervicitis ment Adnexitis Ovaries 


Tubal operations (22)....... 9.0 13.6 13.6 13.6 
Chronie adnexitis (44)....... 22.8 20.5 100.0 4.6 
Total group (500)....cccc0e- 22.0 20.8 8.8 &.8 


the two groups showed a higher incidence of inadequate 
adjustment in the group who had had operations (28.5 % 
more than in the total of 500). 

The hysterogram is the most important single study in 
the evaluation of these two groups. The groups who had 
and had not had operations in comparison with the entire 
group showed, respectively, the following percentage de- 
viations: bilateral patency, —55% and —21%; unilat- 
eral patency, +18% and —13%; bilateral closure, 
+37% and +34%. For the entire survey group unilat- 
eral tubal patency was not a detrimental factor,’ but this 
certainly was not true when the tube was diseased. Tubal 
patency may be restored without restoration of tubal 
motility or ciliary activity. Both subgroups had more re- 
peated tubal tests than the whole group, the group who 
had had operations having the larger number. 

Postcoital examination results for the chronic adnexitis 
group were about the same as for the total group. There 
were 15.5% more normal postcoital findings for those 
who had had tubal operations than for the total group. 

The over-all prognosis in both groups was poor but 
was less favorable in the group with chronic adnexitis. 
Among the wives who failed to conceive after the survey, 
the prognosis percentage deviation in comparison with 
the incidence in the group with operations was as follows: 


TaBLeE 12.—Comparison of Fertility in Ovarian Operation and 
Cystic Ovary Groups 
No % 
No. Pa- Preg- Preg- Preg- 
tients nancy nancy nant Deviations 


Ovarian operations. 53 3s 15 28.3 — 79 
44 °6 18 41.0 +438 
No ovarian operations or cystie 

RE 403 255 148 86.7 +05 


good, —7.2%; fair, —4.4%; poor, +13.4%. For the 
group without operation it was good, +3.3%; fair, 
—22.8%; poor, +18.7%. Among the nine wives in 
both these groups who did become pregnant, seven had 
good or fair prognoses. 

Many more other operative procedures were done in 
the tubal operation group than in the chronic adnexitis 


group (table 11). The operative group had a little higher . 
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percentage of suspensions and a marked increase in the 
percentage of ovarian operations. The chronic adnexitis 
group had about the same percentage of suspensions and 
a slightly smaller percentage of ovarian operations. 

The original extent of involvement of the pelvis with 
infection in the operative group must have been less than 
that in the nonoperative group, because the percentage 
of unilateral or bilateral adnexitis varied from survey the 
average by —2.9% and +6.:8%, respectively. The op- 
erative group had a slightly higher percentage of retro- 
displacements and unilateral cystic ovaries than the 
nonoperative group. 


OVARIAN OPERATIONS AND CYSTIC OVARIES 

Ovarian operations (simple removal or puncture of a 
cyst, unilateral oophorectomy, and partial unilateral or 
bilateral oophorectomy) were done elsewhere prior to 
our sterility survey in 53 of the 500 wives (table 12). 
There were 15 (28.3%) pregnancies in this group, 
7.9% less than the 36.2% for the whole group. Unilat- 
eral or bilateral cystic ovaries were noted at the time of 
our original pelvic examination in 44 wives. There were 
18 (40.9%) pregnancies in these women, 4.7% more 


TaBLe 13.—Comparison of Incidence of Pelvic Operations and 
Gynecologic Abnormalities in Ovarian Operation 
and Cystic Ovary Group 


Cervical Suspension Tubal Ovarian 

Opera- Opera- Opera- 

Operations tions tions tions tions 
Ovarian operations (58)..... 5.7 24.5 28.3 100.0 
Total group (500)... 9.8 7.0 44 10.6 


Retro- 
Chronie displace- 


Cystic 
Cervicitis ment 


Chronie 
Gynecologic Abnormalities Adnexitis Ovaries 


Ovarian operations (53)..... 7.6 15.1 9.5 13.3 
Cystic ovary (44)....cccccces 20.5 29.5 12.9 100.0 
Total group (500)........06. 22.0 20.8 8.8 8.8 


than in the entire group. The 403 wives who had neither 
cystic Ovaries nor Ovarian Operations had 148 (36.8% ) 
pregnancies, 0.6% more than the entire group. More 
(6.7% ) air tubal tests and basal metabolic determina- 
tions (12% ) were done in women who had operations 
than in those who did not. Few postcoital tests and 
almost no endometrial biopsies were performed in either 
group. 

The incidence of dysmenorrhea did not differ signifi- 
cantly in the two groups compared. The incidence of 
dyspareunia was increased in both groups; the incidence 
of moderate dyspareunia increased 2.7%, and severe 
dyspareunia increased 3.7%. In an evaluation of the 
psychosomatic status it was noted that more (8.6% ) 
patients in the group with operations were considered 
inadequately adjusted. 

The endometrial biopsy was considered important in 
evaluating these two groups of patients. There was a 
slightly higher incidence of anovulatory endometria in 
the group with ovarian operations than among the 500 
wives. The cystic ovary group showed no such increase. 
The incidence of varying degrees of inadequate function 
of the corpus luteum, as judged by endometrial biopsy, 
was increased in both groups, but more so am@ng the 
Operative patients. 
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In both groups couples who had no pregnancies fol- 
lowing the sterility studies had as a group about an aver- 
age prognosis. Comparing the successful couples, the 
wives who had cystic ovaries had a somewhat better 
prognosis than those who had had previous ovarian 
operations. There was higher incidence of pregnancies 
carried to term in both of these groups than in the 500 
wives. There was not a sufficient number of pregnancies 
in either group to draw any definite conclusions. 

Wives with cystic ovaries had fewer operations than 
the 500 wives (table 13). The ovarian operations group 
had a marked increase in the incidence of suspensions 
and tubal operations and a larger incidence of curettages, 
but they had a smaller incidence of cervical operations 
than the entire group. 

Both groups showed a greater incidence of endometri- 
Osis and myomas of the uterus. Among those with pre- 
vious Ovarian Operations there was a decreased incidence 
of chronic cervicitis and retrodisplacements, probably 
owing to the previously mentioned high incidence of sus- 
pensions. The incidence of chronic cervicitis and retro- 
displacements of the uterus was considerably greater 
than the incidence among patients with cystic ovaries, 
but this appeared to have little effect on the fertility of 
this group. 


COMMENT 


The incidence of unnecessary or even function-destroy- 
ing operations on women is appalling. The reasons for 
this are well known to most and further discussion is 
beyond the scope of this paper. It is most illogical to sub- 
mit a patient to any operation unless one clearly estab- 
lishes the reason for the operation and critically assays 
whether it has a reasonable chance of accomplishing its 
aim. We have been impressed by the casualness with 
which many of the sterile wives have been operated 
on.’ This is borne out by a comparison of the number of 
wives and husbands subjected to operations. There were 
290 pelvic operative procedures done in 205 wives, and 
43 urologic (excluding the upper urinary tract) opera- 
tions done in 39 husbands. The problems in the two 
sexes are manifestly different, but this cannot account 
for all the discrepancy. Of the 500 infertile wives, 41% 
had pelvic operations prior to our sterility survey. We did 
operations for the correction of infertility in less than 
2% of the wives. Most of these operations were tubal 
plastic procedures. 

Not every operation performed elsewhere was done 
solely to correct infertility, but we are convinced that the 
very great majority were. Our sterility practice is largely 
referral in type. We do not see the infertile couple that 
has a pregnancy following a cursory examination or 
the empirical use of thyroid extract, and so forth. Almost 
all our patients have seen one or more physicians prior 
to our survey. We have not found that wives who had 
previous Operations (major cervical, suspensions, tubal, 
or ovarian procedures ) were any more adequately studied 
than those who had no previous operations. This must 
mean that many of the procedures were done on very 
questionable indications. 

Retrodisplacements of the uterus are frequently con- 
sidered a cause of dysmenorrhea. Our statistics showed 
no marked difference in the occurrence of dysmenorrhea 
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in the retrodisplacement group and among those patients 
with the uterus in an anterior position. However, there 
was a markedly higher incidence of dysmenorrhea in the 
suspension group. Most of these patients probably had 
dysmenorrhea preoperatively and were led to believe 
that the suspension would “cure” their dysmenorrhea as 
well as correct their infertility. The incidence of dysmen- 
orrhea was somewhat higher in the tubal operation and 
chronic adnexitis groups. This increase was undoubtedly 
due to the existing pelvic infection. The ovarian opera- 
tion and cystic ovary groups had approximately the same 
incidence of dysmenorrhea as the entire group. 

The incidence of dyspareunia was not higher in the 
retrodisplacement group but was slightly higher in the 
suspension group. Was this due to postoperative changes? 
The incidence of dyspareunia was markedly higher in 
both the tubal operation and chronic adnexitis groups. 
However, it was commoner in the operation group. There 
was a similar higher incidence of dyspareunia in the 
Ovarian operation and cystic ovary groups. This higher 
incidence of dyspareunia in both the last two compared 
groups was probably due to the original pathological 
condition alone and/or postoperative changes. 

Does psychosomatic inadequacy lead to a higher in- 
cidence of operative procedures? It seems likely that 
with many patients it does. However, we found that the 
average adjustment was slightly better in the suspension 
group than in either the retrodisplacement group or all 
the 500 wives. We assume that most of the suspensions 
were done quite casually on the predicated basis of the 
widespread (and incorrect) belief that retrodisplacement 
of the uterus is a common cause of infertility. The tubal 
Operation group had an increased incidence of inadequate 
adjustment. The anticipated incidence of pregnancy in 
this group was low, and it was likely that many of these 
patients could not accept this and were willing and often 
themselves urged that something be done. For many of 
these patients conservatism would have been better medi- 
cal judgment. The ovarian operation group also had an 
increased incidence of inadequate adjustment. Cystic 
Ovaries in women in the childbearing epoch are usually 
physiological, unless they persist and increase in size 
over a period of months.* Our data show that cystic 
ovaries are not associated with a higher incidence of 
infertility. The ovarian operations must have been per- 
formed on the grounds that they were the cause of infer- 
tility. In some patients operations probably were done 
because the patient who was tense would not wait for a 
physiological decrease in the size of her ovaries. We 
are not considering the so-called “white pale” ovaries of 
the Stein-Leventhal syndrome ° which are found in pa- 
tients with infrequent or absent menses. 

The general consensus of opinion over the years has 
been that sterile wives with chronic cervicitis should at 
least have a cauterization of the cervix, if not more radical 
procedures, such as conization and partial amputation of 
the cervix. It was interesting to discover that the incidence 


7. Meigs.** Te Linde.* 
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Surgeon 13: 821-830 (Nov.) 1947. 

9. Stein, I. F.; Cohen, M. R., and Elson, R.: Results of Bilateral 
Ovarian Wedge Resection in 47 Cases of Sterility: 20-Year End Results; 
75 Cases of Bilateral Polycystic Ovaries, Am. J. Obst. & Gynec. 58: 
267-274 (Aug.) 1949. 
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of pregnancy among our sterile wives was considerably 
less. among patients who had cervical operative proce- 
dures than among those who had chronic cervicitis 
(27.5% and 37.2%, respectively). In a study of the re- 
sults of postcoital examinations (the factor one would 
supposedly correct with this procedure), we found that 
there was a higher incidence of abnormal findings in the 
operative group. There were still 26 patients with residual 
cervicitis in the operative group, and a comparison of 
these with the 23 operative patients who had no chronic 
cervicitis was most revealing. The operative patients with 
residual cervicitis had a higher incidence of normal find- 
ings On postcoital tests and many more pregnancies than 
the operative patients with no residual cervicitis. This 
forces us to consider that an operation which is suffi- 
ciently radical to eradicate completely chronic cervicitis 
may also be sufficiently radical to destroy the normal 
glandular function of the cervix. 

Removal of a portion of the cervix (by conization or 
partial amputation) probably was a factor in the high 
incidence of abortion in this group of patients. The lower 
incidence of pregnancy in the cervical operation group 
was not due to less fertile husbands, since the group had 
a better prognosis rating than the whole group. Both pa- 
tients with previous cervical operations and those with 
chronic cervicitis had a minimum of other pelvic opera- 
tions and initial pathological conditions. 

What do we do for patients with chronic cervicitis 
when there are abnormal postcoital findings? Formerly, 
routine use of acid douches was recommended, and an 
occasional light cauterization was done. Now we treat 
most patients quite successfully with antibiotics,’’ which 
change a purulent discharge to a nonpurulent one. We 
also use small (0.1 mg. daily) doses of diethylstilbestrol, 
which increase the amount and decrease the viscosity of 
the cervical mucus.° 

Thirty-five of the sterile wives who consulted us had 
had suspension operations done elsewhere prior to our 
survey. Most of these so-called therapeutic suspensions, 
done to relieve infertility, are performed with no previous 
sterility studies on either husband or wife. Some type of 
suspension operation is performed with the idea that 
changing the position of the uterus will lead to pregnancy. 
This assumption is contradicted by the statistics on our 
group of sterile wives." There was a higher incidence of 
pregnancy in patients with uterine retrodisplacement 
than in patients with suspension operations (39.4% and 
31.4%, respectively). 

It is argued frequently, as justification for suspension 
procedures, that retrodisplacements increase the degree 
of tubal abnormality and that suspensions, by relieving 
congestion and kinks, will correct this. There was a 
slightly greater number of patients in the suspension 
group with closed tubes. Otherwise, there was very little 
difference between the results of tubal studies of patients 
with retrodisplacements and those with suspensions. We 
did not find the marked improvement in tubal status we 
would expect if the preceding thesis were correct. 


10. Stein, I. F., and Kaye, B. M.: Symposium on Gynecology and 
Obstetrics: Newer Methods in the Treatment of the Abnormal Cervix, 
S. Clin. North America 30: 259 (Feb.) 1950. 

1t. Atlee, H. B.: Amteversion of the Retroverted Uterus, correspondence, 
Am. J. Obst. & Gynec. 53: 896 (May) 1947. 
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Abnormal postcoital findings have been commonly as- 
sociated with retrodisplacement of the uterus. Suspension 
is said to correct the cervical factor. No difference was 
found between the retrodisplacement and the suspension 
patients who failed to conceive. Among the patients who 
became pregnant, the retrodisplacement group had a 
higher incidence of abnormal findings and the suspension 
group a higher incidence of normal findings on postcoital 
tests. Regardless of this discrepancy, there was a higher 
incidence of pregnancy among the retrodisplacement 
patients. According to our data, the suspension operation 
may correct abnormal postcoital findings in some pa- 
tients, but we have not found that this necessarily leads 
to an increased incidence of pregnancy. 

Despite a poorer prognosis rating as a group, the retro- 
displacement patients had a higher incidence of preg- 
nancy. All the pregnancies in the suspension operation 
group occurred in couples with good and fair prognosis 
ratings, a rather select group of patients. The pregnancy 
results were good in this group of 11 patients (no abor- 
tions). The abortion incidence (19.9% ) among the re- 
trodisplacement patients was not significantly above the 
survey average (18.2% ). From a perusal of the litera- 
ture on retrodisplacements of the uterus, we would expect 
the abortion rate of our retrodisplacement group to be 
significantly higher than we found. 

The retrodisplacement group did have a much higher 
incidence of chronic cervicitis and unilateral and bilateral 
cystic ovaries than did the suspension group. It has been 
believed that these were serious concomitants of retro- 
displacements of the uterus produced by poor drainage 
and congestion. This may be true, but certainly the fer- 
tility of this group was better than of the entire group or 
the suspension group. The incidence of gynecologic 
symptoms, such as dysmenorrhea and dyspareunia, was 
not above average, while these complaints were com- 
moner in the suspension group. 

The suspension patients had been subjected to many 
other operations, usually some ovarian procedure. With 
the frequent finding of small physiological cysts, the sur- 
geon too often persuaded himself that it was advisable 
to resect or remove the ovary. It seems apparent that in 
the infertile patient there is seldom justification for the 
suspension Operation because it does not increase the 
incidence of pregnancy, does not improve tubal abnor- 
malities, and may lead to a higher incidence of dys- 
menorrhea and dyspareunia. 

The wives who had had previous tubal operations 
(unilateral salpingectomy and an occasional plastic pro- 
cedure) and those with chronic adnexitis had a uniformly 
low incidence of pregnancy. The results obtained on 
hysterograms explained this. Bilateral tubal closure was 
found in 50% of the patients in both groups on final 
tubal tests (group incidence is 10.2% ). The operative 
group had a higher incidence of unilateral patency than 
did those patients with chronic adnexitis, unilateral or 
bilateral, probably due to the fact that one tube was re- 
moved. Despite tubal patency in some of these patients, 
the remaining tube or tubes were evidently diseased suf- 
ficiently to make pregnancy unlikely. The prognosis rat- 
ing was poor for both groups, but was poorer in the 
chronic adnexitis group, although there was a similar 
incidence of pregnancy. 
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The tubal operation group had many concomitant 
Ovarian operations, as One might expect. It is difficult to 
remove a fallopian tube without some embarrassment of 
the ovarian blood supply, particularly in the presence of 
chronic pelvic inflammatory disease. A few more suspen- 
sions were done in this group. However, the initial patho- 
logical condition in these operative patients revealed 
more retrodisplacements and cystic ovaries than among 
the patients with adnexal disease. 

In viewing both groups of patients, the presence of 
chronic adnexitis or a history of tubal operations of any 
type indicates a poor prognosis for infertile patients. It 
is doubtful if the use of plastic tubal procedures would 
have a very successful result in either group of patients 
due to the already existing tubal abnormality which has 
destroyed the motility and ciliary action of the tube. 
These data indicate that tubal plastic procedures should 
not be attempted by one who operates only occasionally. 

In comparing the patients with a history of previous 
Ovarian operations and those who initially had unilateral 
or bilateral cystic ovaries, we again found that the oper- 
ative patients had a lower incidence of pregnancy 
(28.3% ). The nonoperative group had an incidence 
of 40.9%, 4.7% more than the group incidence. 

An evaluation of ovarian function by means of endo- 
metrial biopsy revealed both groups to have a lower in- 
cidence of normal ovarian function than the 500 wives, 
but this decreased incidence was more marked in the 
Operative group. In certain patients bilateral cystic 
Ovaries may lead to a decrease in fertility (Stein-Leven- 
thal syndrome), but most of the operations were done in 
our patients for the removal of small physiological cysts, 
which do not interfere with fertility. The removal of these 
cysts, and in some patients the entire ovary, often results 
in sufficient change in ovarian blood supply or post- 
operative scarring to lessen the functional ability of the 
involved ovary or ovaries. Miller * has shown that 97% 
of cystic ovaries below 5 cm. in size are physiological 
cysts. If one observes these patients over a period of time, 
these small cysts usually disappear. Certainly the pres- 
ence of such small cystic ovaries did not decrease the 
fertility of the nonoperative patients. On the basis of our 
data, a meddlesome ovarian operation does not increase 
the fertility of the patient. 

Reviewing the other operative procedures of both 
groups, we discovered that those patients with ovarian 
operations had a higher incidence of other pelvic opera- 
tions, particularly suspensions and tubal procedures, 
which undoubtedly had something to do with the poorer 
pregnancy results obtained. The incidence of initial path- 
ological gynecologic findings was higher in the cystic 
Ovary group, since Ovarian cysts, retrodisplacements, and 
chronic cervicitis commonly occur together. This higher 
incidence of pelvic abnormalities apparently did not de- 
crease the fertility of this group. 

It is quite apparent that a great many infertile women 
are casually subjected to various operative procedures 
supposedly to relieve their infertility. Among most 
couples neither the wife nor the husband has been ade- 
quately studied to determine the cause or causes of the 
infertility. Most of these operations do not accomplish 
what the physician thinks they will. We have consistently 
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shown that there was a higher incidence of pregnancy 
among patients who had initial gynecologic abnormal- 
ities similar to that for which these operations are com- 
monly done. Conservatism has been preached by many, 
but when will it be universally practiced? 


SUMMARY AND CONCLUSIONS 

In a group of 500 infertile wives a comparison is made 
of those with gyneco!ogic abnormalities and those who 
had had operations designed to correct these abnormali- 
ties. We have considered sterlity studies done prior to our 
survey, dysmenorrhea, dyspareunia, psychosomatic diffi- 
culties, couple prognosis, pertinent data from our survey, 
and pregnancy results. The compared groups were pa- 
tients with major cervical operations and those with 
chronic cervicitis, patients with suspension operations 
and those with retrodisplacements of the uterus, patients 
with tubal operations and those with chronic adnexitis, 
and patients with ovarian operations and those with 
cystic ovaries. The pregnancy incidence among the 500 
wives was 36.2% 

There were 110 wives with chronic cervicitis—preg- 
nancy incidence, 37.2% —and 49 with major cervical 
operations—pregnancy incidence, 27.5%. There was 
a higher percentage of abnormal postcoital findings 
(Hiihner postcoital test) and abortions in the operative 
group. The operative patients with residual cervicitis 
had more normal postcoital findings and many more preg- 
nancies than the operative patients with no residual 
cervicitis. 

There were 104 wives with retrodisplacement of the 
uterus—pregnancy incidence, 39.4%. There were 35 
wives with suspension operations—pregnancy incidence, 
31.4%. There was a higher incidence of dysmenorrhea 
and dyspareunia but a lower one of psychosomatic in- 
adequacy in the operative group, and the incidence of 
tubal occlusion and normal postcoital findings was 
slightly higher. Better over-all couple prognosis, a higher 
incidence of previous operations other than suspensions, 
and a lower incidence of chronic cervicitis and cystic 
Ovaries were noted in the operative group as compared 
with the nonoperative group. 

There were 44 wives with chronic adnexitis—preg- 
nancy incidence, 13.6%. There were 22 wives with pre- 
vious fallopian tube operations—pregnancy incidence, 
13.6%. Both groups showed a higher incidence of dys- 
menorrhea, dyspareunia, and inadequate adjustment 
than the total group. Fifty per cent of each group had 
bilateral tubal occlusion. The over-ali couple prognosis 
was poor in both groups. The operative group had a high 
incidence of concomitant ovarian operations. 

There were 44 wives with unilateral or bilateral cystic 
Ovaries—pregnancy incidence, 40.9%. Fifty-three wives 
had had ovarian operations—pregnancy incidence, 
28.3%. In both groups the incidence of dysmenorrhea 
was the same as for the 500 wives and that of dyspare- 
unia higher; inadequate adjustment was commoner in 
the operative group. Ovarian function was below nor- 
mal in both groups, but more so in the operative group. 
Concomitant tubal operations and suspensions were com- 
mon in the operative group. Retrodisplacement and 
chronic cervicitis were associated frequently in the non- 
Operative group. 
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Various pelvic operations (major cervical, suspension, 
tubal, and ovarian procedures) are associated with a 
reduced incidence of pregnancy. These operations are 
done usually without adequate study of the couple. 
Gynecologic abnormalities (excluding chronic adnex- 
itis) for which these procedures are performed are not 
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a major cause of infertility. A much more critical attitude 
toward operation on sterile wives is greatly needed. Tubal 
plastic procedures should be done only in wives who, 
with their husbands, have been carefully screened by one 
well versed in the special techniques. 


Duke Hospital (Dr. Carter). 


PLEURODYNIA IN CHILDREN 


CLINICAL OBSERVATIONS IN FIFTY-FOUR CASES 


Samuel J. Nichamin, M.D., Detroit 


It has been stated ' that, in areas where the Coxsackie 
viruses have become disseminated, as many as 80% of 
the population may have various mild infections, many of 
them unrecognized and subclinical. Most of these ill- 
nesses occur in children. The symptoms are, for the most 
part, vague and undifferentiated, assuming an influenza- 
like character at times, often with an unexplained fever 
of short duration. They are frequently responsible for the 
development of various clinical aspects of pleurodynia, 
or “aseptic meningitis.” By its close association with 
poliomyelitis, especially of the nonparalytic type, pleuro- 
dynia has become the most prominent of the various fac- 
tors related to the many unsolved etiological problems of 
this baffling disease. 

In order to delineate more clearly one of the above- 
mentioned clinical syndromes associated with the Cox- 
sackie viruses, some specific aspects of pleurodynia are 
described as observed in a group of children in private 
practice. In a previous report * I stressed certain epi- 
demiological and clinical aspects of the disease. My at- 
tention has since been directed to its clinical manifesta- 
tions in childhood. During a period of six years, as I 
became increasingly aware of the ubiquitous nature of the 
disease, it became evident that certain illnesses in chil- 
dren previously ascribed to an undefined “viral” etiology 
could be more accurately designated as pleurodynia. 

When there is an explosive outbreak with specific and 
distinctive symptomatology, the diagnosis of epidemic 
pleurodynia is easily made, and it is this form of the dis- 
ease that has been described in the literature. My obser- 
vations reported here tend to provide a broader concept 
of this disease, embracing other than its purely epidemic 
phases. 


During the past few years some children who had had 


an attack of pleurodynia became ill again after intervals 
of several months or more, with a clinical picture that 
closely paralleled the initial illness. These illnesses were 
accordingly designated as recurrent attacks of pleuro- 
dynia. Since this was an atypical manifestation for an 
epidemic disease, an effort was made to compile records 
of additional cases as further examples. A total of 17 such 
cases were collected from among my private patients. No 
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mention of the recurrent aspect of the disease has thus far 
been recorded. Recognition and correct diagnosis of at- 
tacks of this type could possibly lead to identification of 
some of the vague illnesses of childhood that have been 
grouped with the Coxsackie virus infections. Laboratory 
and clinical evidence confirming the causal relationship 
between the Coxsackie virus and pleurodynia have been 
steadily accumulating. 

Despite the mildness of the disease in most instances, 
the type and persistence of the complaints often create 
anxieties in the parents. Symptoms such as headaches, 
abdominal pains, fatigability, and, occasionally, pain or 
stiffness about the neck suggest diseases that are the 
scourge of childhood. The importance of an accurate ex- 
planation of these illnesses as representing a specifically 
named clinical entity with a benign prognosis can be 
readily understood. However, the physician’s diagnostic 
acumen is often chailenged by the close similarity of the 
symptoms to those of more serious diseases. Skillful as- 
sessment of the history and physical findings together 
with a constant awareness of and familiarity with the 
widespread incidence of pleurodynia are of the utmost 
importance. 

Various clinical features of pleurodynia as it occurs in 
children need to be evaluted distinctively. Understand- 
ably, a younger child has more difficulty describing and 
localizing pain or discomfort than an older person. Chil- 
dren under 5 years of age seldom complain of headache. 
In this age group abdominal pain seems to take prece- 
dence over many other types of discomfort. Fatigability 
can be ascertained more certainly from a history of the 
patient’s behavior. Children of the same age group may 
vary widely in their ability to describe their symptoms. 
One must also take into account the fact that pain sensi- 
tivity varies more in children than in adults. Pleurodynia 
in adults characteristically has a more abrupt onset than 
in children. Fever is not always present. In a significant 
number of older children headache seems to be the pre- 
dominant complaint. The history frequently reveals the 
presence of vague abdominal pain or discomfort over an 
indefinite period of days or weeks, entirely unrelated to 
any function. The younger the child the more likely will 
the pain be referred to the periumbilical region. In child- 
hood one is seldom confronted with the lower thoracic or 
upper abdominal pain so characteristic of pleurodynia in 
adults. The quality or intensity of the pain is also less 
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dramatic. Substernal “smothering” sensations are rarely 
described by children. Only occasionally will a child com- 
plain of difficulty or pain in taking a deep breath. Nausea 


Or vomiting have not been prominent symptoms, except - 


in certain instances in which persistent, intractable vomit- 
ing prevails. Parents are especially perturbed about the 
languor, fatigability, and general malaise of the child. Be- 
cause of involvement of one or both trapezium muscles, 
in a number of younger patients the pain was referred to 
the corresponding ears or mastoids. Worried parents 
brought the children in for examination of these organs, 
apparently unaware of the presence of other less im- 
portant symptoms. The absence of pathological condi- 
tions in the ears and the finding of tenderness in the 
muscles of the subcostal regions of the abdomen as well as 
in the trapezii led to the diagnosis of pleurodynia. On 
the whole, the condition is not disabling enough to con- 
fine the child to bed, though full activity leads to quick 
exhaustion. Parents are thus inclined to overlook early 
symptoms of the syndrome. 

In view of such a bizarre group of symptoms the ex- 
amining physician must eliminate at the outset the 
presence of acute appendicitis or other acute intra-ab- 
domina!l conditions, as well as poliomyelitis and other 
central nervous system disease. Painstaking efforts to dis- 
cover tenderness in the epigastrium or in either of the 
subcostal regions will often provide a clue to a definite 
diagnosis of pleurodynia. 


RECURRENT ATTACKS 

The times of initial and recurrent attacks of pleuro- 
dynia in 17 cases are shown in the accompanying chart, 
with the number of recurrences indicated for each case. 
The number of attacks in each quarter during the years of 
the study are plotted, showing the frequency of attacks 
in different seasons. Although there is a tendency toward 
grouping of attacks of pleurodynia within certain quarters 
and years, cases occurred throughout the period of the 
study. There is a fairly high concentration of attacks in 
the third quarter of 1949, with 10 initial and 2 recur- 
rent attacks in this period. Except for two attacks (one 
initial and one recurrent) in the second quarter of 1950, 
the recurrent attacks are fairly equally distributed, aver- 
aging four to five, for the other quarters of 1950 and the 
first half of 1951. These findings illustrate first, a definite 
tendency toward epidemic occurrence of pleurodynia, as 
evidenced by the high incidence of attacks of the disease 
during the summer of 1949; and, second, an equal tend- 
ency for cases to occur sporadically during other periods 
of the year. 

The frequency of recurrent attacks of pleurodynia is 
also shown in the chart. In nine cases (53% ) there was 
only one recurrence, but in the remaining eight (47% ) 
there were at least two recurrences. In five cases (29% ) 
the disease was manifested in three or more attacks. 

The intervals between the initial and first recurrent 
attacks of pleurodynia and between the first recurrence 
and subsequent recurrences were wide and irregular (see 
the accompanying chart). The periods between attacks 
ranged from 2 to 30 months. Such an irregular occur- 
rence of repeated attacks seems to preclude considera- 
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tion of any one constant factor as responsible for precipi- 
tating clinical manifestations. 

There seemed to be little relationship between seasons 
of the year and recurrences of pleurodynia, since 14 at- 
tacks were observed in the warm months and 16 in the 
cold months. Weather, of itself, would therefore appear 
to be less significant in this series of cases than in the 
epidemic group of cases previously reported.” 

No significant predominance of either sex was noted 
in this group of cases with recurrences. Among the pa- 
tients who had repeated attacks were 10 boys and 7 girls. 

The disease recurred in the younger as well as in the 
older children; three patients were less than 4 years old, 
the youngest child being 3 years and 6 months old. How- 


1949 1950 1951 


BEFORE 
1949 


Initial and recurrent attacks of pleurodynia in 17 cases according to 
time of Occurrence. Each square with a diagonal line represents an initial 
attack and each biack square represents one recurrent attack. The years 
are divided into quarters as follows: 7 represents the period from January 
through March, 2 from April through June, 3 from July through Sepitem- 
ber, and 4 from October through December. 


ever, the incidence was greater among children between 
5 and 10 years old, with a total of 11 repeated attacks 
occurring in this age group. Of these, six were between 
5 and 7 and five were between 8 and 10 years old. Three 
children were 11 or older. 


TREATMENT WITH AUREOMYCIN 


From the long-range, academic viewpoint, there ap- 
pears to be little incentive to provide effective or specific 
therapy for a benign self-limited disease like pleurodynia, 
the etiology of which has been obscure until recently. 
Since it rarely results in complications and frequently 
lasts less than a week, one would be inclined to provide 
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some form of symptomatic treatment, with reassurance 
to the patient of an early and favorable termination of the 
disease. Although children show a fairly wide gradation 
in severity of symptoms, the individual patient feels 
wretched and often must refrain from customary play and 
school activities. The worry and perplexity of the parents 
further prevail on the physician for relief or cure within 
the shortest period of time. Some remission of symptoms 
is frequently noted a day or two after the onset of the 
illness, but a relapse just as commonly supervenes. 

In a previous publication * it was pointed out that no 
convincing beneficial results with any therapeutic meas- 
ures were obtained even for temporary relief in cases in 
which incapacity from the disease contributed to sig- 
nificant economic loss through absenteeism. I further 
stated that definitive therapy for this disease would de- 
pend on the isolation of a specific etiological agent. The 
discovery of the causal relationship between the Cox- 
sackie viruses and pleurodynia now seems to have been 
established by a number of investigators. 

To combat and, if possible, to abort the painful and 
disabling symptoms of pleurodynia the use of the anti- 
biotic aureomycin, which is effective in the treatment of 
several diseases of specific virus etiology, seemed indi- 
cated. Aureomycin was accordingly administered to 54 
private patients ranging in age from 3 to 11 and over, 
in doses of 30 mg. per kilogram of body weight per day. 
There were 27 younger (3 to 6 years) and 27 older (7 
to 11 or more) children. Thirty (56% ) were boys, and 
24 (44% ) were girls. 

The response of pleurodynia to aureomycin was rapid 
and often dramatic. Parents, instructed to report within 
24 hours after administration of the drug was started, 
observed an obvious improvement after the second or 
third dose. In 40 of the 54 cases (74% ), the rapid im- 
provement involved almost complete disappearance of 
symptoms within the first 24 hours. In eight cases less 
dramatic but nevertheless favorable responses were ob- 
tained. In some of the cases in which the antibiotic 
seemed less effective the parents reported difficulty in 
administering the medication. In an occasional patient 
some slight residual tenderness was noted in the sub- 
costal or epigastric regions of the abdomen subsequent 
to the disappearance of all other symptoms. Six patients 
were not benefited by aureomycin therapy. 

In essence, aureomycin appeared to abort the clinical 
manifestations of pleurodynia. The relapse usually ob- 
served in an untreated patient was apparently prevented 
by administration of aureomycin in the successfully 
treated patients. The prevention of recurrent attacks is, 
for the present, not relevant to this consideration of 
therapy of acute, initial attacks of pleurodynia. 

While the patient was receiving medication, physical 
activity was proscribed, and adequate rest for several 
days was advised. The earlier aureomycin was instituted 
after the onset of symptoms the more effective was the 
therapeutic response. In addition, it was my impression 
that the patients with an acute febrile type of the disease 
improved more quickly and completely with aureomycin 
therapy than those with a prolonged afebrile course. 
Most of the patients who did not respond to therapy had 
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the second type of pleurodynia, with a history of insidi- 
ous, afebrile onset and a course of one week to two 
weeks’ duration. 

COMMENT 

Dalldorf ** has pointed out that although considerable 
data on the association of Coxsackie viruses with human 
disease have been published, scant attention has been 
paid to the clinical manifestations of infection by these 
agents. The recurrent nature of pleurodynia as described 
above provides additional information characterizing cer- 
tain aspects of Coxsackie virus infections. The repeated 
clinical manifestations of this virus infection in the form 
of pleurodynia in the same person resembles other dis- 
ease conditions with a virus etiology, like herpes simplex. 
The infected person appears to have an inherited sus- 
ceptibility to repeated clinical attacks of the disease, 
which are precipitated by various excitant factors. 

The ease with which many acute attacks of pleuro- 
dynia could be controlled with aureomycin seems to indi- 
cate the importance of further investigation of treatment 
of other Coxsackie virus infections with this or similar- 
acting antibiotics. 

SUMMARY 

There is need for further clinical clarification of many 
of the vague acute febrile illnesses associated with Cox- 
sackie virus infections, of which many are unrecognized 
or subclinical. Epidemic pleurodynia represents a dis- 
tinct clinical entity among these various syndromes, and, 
like them, occurs predominantly in children. The dis- 
tinctive features of this disease in childhood are described 
and evaluated. A group of 17 patients with recurrent 
attacks of pleurodynia is reported. The significance of 
recurrence in relation to an altered concept of this epi- 
demic disease is discussed. In a series of 54 cases of 
pleurodynia in children treated with aureomycin, 74% 
responded favorably. 

672 Maccabees Bldg. 


3. (a) Findlay, G. M., and Howard, E. M.: Coxsackie Viruses and 
Bornholm Disease, Brit. M. J. 1: 1233 (May 27) 1950. (b) Hopkins, 
J. H. S.: Bornholm Disease, ibid. 1:1230 (May 27) 1950. (c) Dall- 
dorf, G.: Coxsackie Viruses, Buli. New York Acad. Med. 26: 329 (May) 
1950. 


The Father of Medicine.—In history, Hippocrates can well be 
called the Father of Medicine. He was a contemporary of 
Socrates, Aristotle and Plato. . . . He gave to Greek medicine 
its scientific spirit and its ethical ideas and was -the first to rec- 
ognize clinical inspection and observation. Instead of attributing 
disease to the gods or other fantastic imaginations he founded 
the bedside teaching method which has been the distinctive 
talent of all true clinicians. He possessed a high sense of dignity 
and lofty ideals of the medical profession and was a master in 
compiling accumulated knowledge of the preceding centuries. 
His permanent place in medicine is represented in the Hippo- 
cratic oath, for it is the earliest and still remains the most im- 
pressive document in medical ethics. . . . He has been called 
the master physician of all time, and his opinions became vir- 
tually law on medical subjects. Osler in ome of his essays said 
that every physician ought to read some of Hippocrates every 
year to learn how to observe his patients. The greatness of 
Hippocrates is that he kept medicine on an equally high level 
with the work of the great lawmakers, philosophers, writers 
and artists of that era.—Donald C. Balfour, M.D., The Lister 
Epoch in Medicine, Canadian Medical Association Journal, 
November, 1951. 
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TREATMENT OF SUPERFICIAL DERMATOMYCOSES WITH ASTEROL’ 
DIHYDROCHLORIDE 


Harold G. Ravits, M.D., St. Paul 


The antifungal activity of the benzothiazoles was first 
described in 1932.' Studies by Grunberg and his asso- 
ciates > have shown asterol® dihydrochloride (2-dimeth- 
ylamino-6-[beta-diethylaminoethoxy]-benzothiazole di- 
hydrochloride) to be of low toxicity and good solubility. 
In vitro studies by the same investigators have demon- 
strated its high fungistatic action, which is specific against 
various dermatophytes. Even at concentrations too low to 
prevent fungal growth, asterol® dihydrochloride modifies 
the morphological characteristics and metabolism of dif- 
ferent types of fungi. In in vitro studies comparing 
growth-inhibiting concentrations, asterol*® dihydrochlo- 
ride was more effective against Trichophyton gypseum, 
T. purpureum, and Microsporum audouini than an un- 
decylenic acid-zinc undecylenate preparation. In a com- 
parison of the two compounds in ointment form, asterol® 
dihydrochloride completely suppressed growth of T. gyp- 
seum and M. lanosum, whereas the undecylenic acid-zinc 
undecylenate preparation was much less effective against 
T. gypseum. 

The purpose of this paper is to present an evaluation 
of the clinical use of asterol® dihydrochloride in the 
treatment of different types of superficial fungus infec- 
tions of the skin. In the evaluation of this drug certain 
criteria were adhered to, as outlined by Herrick,’ with 
regard to selection of persons to be observed, diagnosis, 
control observations, observations during treatment, and 
number of subjects. The drug was used in three different 
forms: (a) as a 5% ointment in a polyethylene glycol 
(carbowax") base, (b) as a 5% dusting powder, and 
(c) as a 5% tincture containing 70% alcohol. (Stritzler 
and his associates ‘ performed patch tests using different 
concentrations of asterol” dihydrochloride in ointment, 
tincture, and powder forms; they demonstrated that in 
2 and 5% concentrations it is not a primary irritant or 
sensitizer, but that ina 10% concentration it is a primary 
irritant.) The 100 patients treated in this study came 
from the dermatological clinic of Ancker Hospital and 
from private practice. They were of all ages and both 
sexes, and their occupations and socioeconomic back- 
grounds were varied. 

The clinical types of fungus infection treated were as 
follows: (a) tinea pedis, caused by T. gypseum, T. 
purpureum, and Candida albicans; (b) tinea cruris, 
caused by Epidermophyton inguinale, C. albicans, and 
T. gypseum; (c) tinea corporis, caused by M. lanosum 
and E. inguinale; (d) tinea capitis, caused by M. au- 
douini and M. lanosum; (e) tinea versicolor, caused by 
Malassezia furfur; (f) onychomycosis, caused by T. 
gypseum, T. purpureum, and C. albicans; (g) paro- 
nychia, caused by C. albicans; (/) pruritus ani, caused 
by C. albicans; and (7) thrush, caused by C. albicans. 
Cultures were taken from all patients prior to therapy. 
The scrapings were planted on a modified Sabouraud’s 
agar and grown at room temperature. Positive cultures 
were not obtained in all cases. Downing and his co-work- 
ers ° have shown that pathogenic fungi are cultured in 


approximately 37% of clinically mycotic infections. In 
the present study it was possible to identify the type of 
fungus present in 71% of the total (100) cases by elimi- 
nation of those cases in which mycotic infection was 
clinically doubtful. All patients were treated on an out- 
patient basis and were instructed in proper application 
of the medication. It is conjectural whether treatment 
is carried out as instructed under such circumstances. 
All patients were observed at semiweekly or weekly 
intervals. 

At the beginning of this study 20 patients were used 
as controls, and were treated with the ointment base, 
powder base, and tincture containing no asterol® di- 
hydrochloride. All of these patients had tinea pedis, and 
only one showed improvement after two weeks of treat- 
ment with the nonmedicated base. The 19 patients who 
failed to respond to the inert bases after two weeks were 
subsequently given active medication. All were cured or 
showed noticeable improvement. 

Tinea pedis.—Patients with tinea pedis comprised the 
largest group in the series. The clinical varieties ranged 
from mild scaling between the toes to acute erythematous 
vesicular eruptions. The predominating species of fungus 
encountered was T. gypseum. Of 54 patients treated in 
this group, 29 had been resistant to treatment with other 
fungicides, including the fatty acid preparations. Some 
patients used asterol* dihydrochloride powder in the 
morning and 5% asterol* dihydrochloride ointment at 
night. Others used the ointment twice daily and a few 
used the tincture and the ointment alternately. Ten 
patients in this group had an id eruption on the hands. 
They received the same treatment as the others, except 
that the id eruption was treated with a bland zinc lotion. 
Duration of treatment for the entire group ranged from 
one week to two months. In 24 patients (44.4% ) the 
condition healed completely; in 24 it improved strik- 
ingly, and in 6 it failed to respond to treatment. Three 
of the six patients whose infection did not improve had 
an id eruption on the hands. The most dramatic results 
were obtained in patients with chronic cases of five to 
seven years’ standing. They had been treated previously 
with many different fungicides, including the fatty acid 
preparations. 


The asterol® dihydrochloride used in this study was supplied by Dr. 
M. J. Schiffrin of Hoffmann-LaRoche, Inc. 

Read before the Section on Dermatology and Syphilology at the One- 
Hundredth Annual Session of the American Medical Association, Atlantic 
City, June 15, 1951. 

From the Department of Dermatology and Syphilology, Ancker Hos- 
pital (Dr. John F. Madden, director), and the Division of Dermatology 
and Syphilology, University of Minnesota (Dr. H. E. Michelson, director). 
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Tinea cruris.—The group of patients with tinea cruris 
had infections of the upper thighs and intergluteal and 
inframammary areas. The organisms cultured were C. 
albicans, E. inguinale, and T. gypseum. Healing or im- 
provement of the infection took from one week to three 
months. The ointment and powder were used on most 
of these patients. The tincture was found, in some in- 
stances, to be too irritating to the skin. Of the 18 patients 
treated, 10 (56%) showed complete healing, and 7 
(39% ) showed striking improvement. There was only 
one in whom the condition failed to improve. 

Tinea capitis—There were very few cases of tinea 
capitis available for treatment; therefore, this group can 
hardly be used as an indication of the effectiveness of 
asterol® dihydrochloride in such infections. The infec- 
tions were caused by M. lanosum and M. audouini. For 
both types, treatment involved shaving of the infected 
scalp and twice daily (morning and evening) applica- 


Results of Treatment of Superficial Dermatomycoses with 
Asterol® Dihydrochloride 


Notice- 
ably 
Type of No. ot Organism Iin- Unim- 
Infection (Cases Cultured Cured proved proved 

Tinea pedis.......... 17 T’. gypseum 10 7 0 
5 T. purpureum 2 3 0 
albicans 3 4 1 
24 No growth 4 10 5 
Tinea cruris.......... 0 C. albicans ) 5 0 
? E. inguinale 2 0 0 
1 T. gypseum 1 0 0 
No growth 2 2 
Tinea capitis......... ? M. lanosum 0 0 

4 M. audouini 3 
Tinea versieolor..... 6 M. furfur 6 0 0 
Tinea corporis....... t M. lanosum 4 0 0 
inguinale 0 0 
Paronychia.......... albicans 4 0 0 
Onychomycosis...... T. gypseum 1 0 
1 T. purpureum 0 0 1 
l (. albicans 0 1 0 
anil... .. 3 albicans 0 0 3 
ee l C. albicans 1 0 0 

* Still undergoing treatment. 


tion of the tincture and ointment preparations of asterol" 
dihydrochloride. The liquid was applied and allowed to 
dry; then the ointment was applied. The patients’ scalps 
were checked by Wood’s light examination at weekly 
intervals, at which time all fluorescent hairs were manu- 
ally epilated. Three patients with M. audouini infection 
were cured after one, two, and three months’ treatment 
respectively, and two patients with M. lanosum infection 
were cured after six weeks’ treatment. The one patient 
whose condition has not improved has been undergoing 
treatment for five months. The long, tedious treatment 
of tinea capitis indicates the need for an antifungal prepa- 
ration that will cure this type of fungus infection rapidly. 
Asterol" dihydrochloride appeared to be superior to 
other preparations in the treatment of tinea capitis; how- 
ever, it is emphasized again that a definitive judgment 
can not be made on the basis of so few cases. It has been 
reported " that the keratolytic action of this preparation 


6. Schnitzer, R. J.: Personal communication to the author, 
7. Reiss, F.: Antisporulating Effect of Asterol Dihydrochloride, Tr. 
New York Acad. Sc. 12%: 28 (Nov.) 1950. 
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permits better penetration and, therefore, ultimate de- 
struction of the fungus in the hair follicle and hair shaft. 
Reiss * has shown that asterol* dihydrochloride has a 
high antisporulating index for hair infected with M. 
audouini. 

Tinea versicolor.—Very satisfactory results were ob- 
tained in the treatment of tinea versicolor. The ointment 
was applied twice daily to the involved areas. One patient 
showed some irritation from the ointment and was then 
given the tincture form. All six patients had been infected 
for many years, and, in all, almost complete healing of 
the eruption occurred within the first week of treatment. 
Subsequent treatment resulted in healing the infection 
entirely. Determination of the ultimate result will depend 
on further observation, as this condition is known to 
be highly chronic. 

Tinea corporis.—Four of the five cases of tinea cor- 
poris were caused by M. lanosum. The patients’ response 
to therapy was fairly rapid and complete, as it is with 
any fungicide. The one case in which infection failed to 
heal completely was unusual in that the causative organ- 
ism was E. inguinale. The patient’s face, trunk, and 
extremities were involved, and the eruption had been 
present for five years. Previous treatment had included 
many antifungal agents, and desensitization with tri- 
chophytin vaccine. His response to asterol* dihydro- 
chloride ointment was immediately good, but within a 
month's time he had a mild recrudescence of lesions on 
the face and buttocks. 

Paronychia.—Four patients with paronychia caused 
by C. albicans were treated with applications of the 
tincture, followed by applications of the ointment. These 
infections healed completely. Duration of treatment 
ranged from 4 to 10 weeks. These patients were cau- 
tioned to avoid immersion of the infected fingers in 
water Or any solution. 

Onychomycosis. —Oft three cases of onychomycosis, 
one was caused by T. gypseum, one by T. purpureum, 
and the third by C. albicans. Treatment involved appli- 
cation of asterol* dihydrochloride tincture daily and the 
ointment twice daily. All three patients had fingernail 
and toenail involvement of several years’ duration. Pre- 
vious treatment had included many of the well-known 
fungicides, including ammoniacal silver nitrate and the 
fatty atid preparations. In the patient with T. purpureum 
infection there was no improvement after three months’ 
treatment. In the other two considerable improvement 
was evident after four months’ treatment. Meticulous 
care and cooperation by these patients was most impor- 
tant in their treatment. Careful filing of the involved 
nails to almost paper thinness was essential. The tincture 
in one case was found to be too drying and appeared to 
accentuate the brittleness of the nails. 

Pruritus ani.—Three patients with pruritus ani, from 
which C. albicans was cultured, were treated with the 
ointment. The perianal dermatitis healed with treatment, 
but the pruritus persisted. This is consistent with the 
psychogenic etiology of pruritus ani and the saprophytic 
nature of C. albicans under certain circumstances. 

Thrush. —In one infant an extensive C. albicans in- 
fection in the mucous membranes of the mouth healed 
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after two days’ treatment with asterol® dihydrochloride 
tincture. The medication was applied locally to the 
lesions with a cotton applicator. 


SUMMARY 

Asterol® dihydrochloride was used in the treatment of 
various Clinical types of superficial fungus infections of 
the skin. Of 100 patients treated, infection was com- 
pletely cured in 54, considerably improved in 34, and 
showed no improvement in 12. Many of the patients 
whose infections were either cured or improved had had 
infections of long standing and had previously been 
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treated with many different fungicides, including the 
fatty acid preparations, dyes, ammoniacal silver nitrate, 
permanganate soaks, and benzoic and salicylic acid 
(Whitfield’s) ointment. Gratifying results were obtained 
in tinea pedis, tinea versicolor, tinea capitis, tinea cor- 
poris, and paronychia. Unsatisfactory results were noted 
in pruritus ani and onychomycosis. No adverse reactions, 
either systemic or local, resulting from application of 
asteroi* dihydrochloride were observed in this group of 
patients. 
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RESULTS OF SURGICAL TREATMENT OF UNILATERAL CARCINOMA 
OF BREAST IN WOMEN 


Stuart W. Harrington, M.D., Rochester, Minn. 


Malignant disease of the mammary gland is impor- 
tant in the general cancer program because the mam- 
mary gland is the commonest site for malignant disease 
in women. From the standpoint of treatment, probably 
no other type of malignant disease has been treated sur- 
gically in more instances, Over a longer period of time, 
or with better results, but still no method of operative 
treatment is generally accepted by the medical profes- 
sion. However, it is generally accepted that, up to the 
present, the only therapeutic agents, utilized singly or in 
combination, that have been valuable in treatment of 
carcinoma of the mammary gland are surgical pro- 
cedures, radium, roentgen rays, and hormones. I be- 
lieve that the most effective treatment for carcinoma of 
the mammary gland is radical surgical treatment and 
that the results can be improved by instituting this treat- 
ment earlier in the course of the disease. Roentgen 
therapy following radical surgical treatment in some 
instances improves the results of operative treatment in 
certain types of lesions. 

The outstanding features of statistical studies of car- 
cinoma of the breast are the alarming increase in fre- 
quency as well as the increase in mortality from the 
disease. In the United States the mortality rate of car- 
cinoma of the breast per 100,000 women was 10.9 in 
1901, and had increased to 26.9 in 1948. During that 
year (1948) 18,938 women died of carcinoma of the 
breast, which is the greatest annual number of deaths 
resulting from the disease ever recorded. 

The significance of these statistics, as well as the fact 
that many patients delay seeking medical advice in 
regard to conditions of the breast, has led to an intensive 
educational program in which patients are warned not 
to disregard any breast abnormalities. Members of the 
medical profession have participated in this program 
for many years. The program has increased the physi- 
cian’s responsibility to the patient, since the objective 
is to persuade the patient to submit to examination early 
before the classic signs of malignant disease are evident. 
The obligation of the physician who makes the first 
examination is to establish a definite diagnosis or to 
make certain that a definite diagnosis is established for 
all patients he observes. 


SIGNS AND SYMPTOMS 

There are no pathognomonic signs or symptoms by 
which all malignant growths can be recognized clinically. 
Unfortunately this is particularly true of early lesions 
and indicates the importance of considering every lesion 
of the breast potentially malignant. The clinical mani- 
festations depend on the duration of the malignant lesion 
at the time of examination; signs and symptoms of early 
malignant disease are hopelessly inadequate as a basis 
for diagnosis. If sufficient time is permitted to elapse, 
it is probable that 100% of these lesions can be diag- 
nosed clinically, but meanwhile much valuable time has 
been lost before treatment is instituted, and in most 
instances the patient will have lost any chance of obtain- 
ing permanent cure with surgical treatment. 


RADICAL SURGICAL TREATMENT 

The results of treatment of malignant disease of the 
breast were greatly improved by radical surgical treat- 
ment. Since the introduction of radical mastectomy by 
Halsted, it has been the method of treatment most gen- 
erally accepted by the medical profession. The rationale 
for radical surgical treatment is that the malignant lesion 
is localized at the onset and later in the course of the 
disease invades other tissues by transmission through 
the lymph stream and occasionally through the blood 
stream. If this conception of the disease is correct, the 
most important considerations in treatment are early 
recognition and immediate comp!ete removal of the dis- 
eased tissues. If the condition is confined to the breast 
at the time of operation, complete eradication of the 
disease can be expected. One of the principal reasons 
for failure of surgical operation to accomplish this objec- 
tive in every case is the high percentage of cases in which 
metastasis occurs before operation is performed. 

From a surgical standpoint, malignant lesions of the 
breast may be divided into two general groups. The first 
group consists of those that can be diagnosed clinically 
as malignant. These lesions are best treated by immedi- 


From the Division of Surgery, Mayo Clinic. 

Read before the General Scientific Meeting at the One-Hundredth 
Annual Session of the American Medical Association, Atlantic City, June 
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ate primary radical mastectomy. The second group con- 
sists of the lesions that cannot be diagnosed from the 
clinical manifestations of the disease. This is the most 
important group from a surgical standpoint, since they 
are usually early lesions and can be treated most satis- 
factorily by surgicai means. A single localized indurated 
region or tumor should be removed completely by wide 
surgical excision and a definite diagnosis should be 
established immediately by microscopic examination of 
frozen sections. If the lesion is found to be malignant, 
the operation should be completed immediately as a 
radical mastectomy. 

The best results in treatment of carcinoma of the 
breast are obtained with primary radical mastectomy. 
Methods of performing the minor technical details vary 
greatly, but the fundamental principles are invariable 
and should be followed in every such operation. As 
initial treatment this is by far the most important pro- 
cedure, and the possibility of a cure depends on the 
thoroughness with which it is carried out. The impor- 
tance of radical mastectomy cannot be overestimated, 
for secondary operative procedures are rarely curative. 
I believe that one of the important factors in the unsat- 
isfactory results obtained from surgical treatment is the 
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findings. I have accepted for operation all patients to 
whom I felt there was a reasonable chance of offering 
comfort or longer life, as well as those for whom I felt 
there was a reasonable chance of cure. It may seem that 
these rules of operability have not been drawn strictly 
enough and that patients who had too extensive growths 
have been accepted for operation. This is a matter of 
opinion, however, and justification has been found in 
many cases in which the condition was thought to be 
hopeless before operation but the patients lived to enjoy 
years of comfort. 

Factors That Influence Results—The more impor- 
tant factors that influence the results of radical surgical 
treatment are the extent of the malignant involvement 
at the time of operation; the thoroughness with which the 
radical operation is performed; the degree of malignancy 
as shown by microscopic examination of the primary 
lesion; the presence of other associated conditions, such 
as pregnancy and lactation; the presence of general 
constitutional diseases, such as diabetes; and the age of 
the patient. 

I recently made a study of all the cases of unilateral 
carcinoma of the breast in women treated surgically by 
radical mastectomy at the Mayo Clinic in the 37 years 


TABLE 1.—I/nfluence of Axillary Metastasis on Survival Rate Following Radical Mastectomy 


No. of Yearf of Survival After Operation 


3 or More 5 or More 
Totals 
Axillary in No. No. 

Metastasis Study Traced No. % * Traced No. 
4,664 4,593 2,138 46.5 4,331 1,406 
3,410 3,357 2,903 2,994 2,344 

8,074 7,950 5,041 63.4 7,325 3,750 


10 or More 15 or More 20 or More 
No. No. No. 
% * Traced No. %* Traced No. %* Traced No. %* 
$2.5 3,579 644 18.0 2,918 351 12.0 2,302 172 7.5 
78.3 2,231 1,865 61.2 1,645 793 48.2 1,242 452 36.4 
51.2 5,810 2,009 34.6 4,563 1,144 25.1 3,544 624 17.6 


years prior to the time of inquiry, that is, 146 or earlier; the five-year group includes only those patients operated on in 1944 or earlier, and so forth. 


relative frequency with which minor operations are per- 
formed for malignant disease. 

Operability.—Inasmuch as the extent of the disease 
is such an important factor in the success of operative 
treatment, it is obvious that the results depend on the 
type of lesion treated by this means. Opinions vary as 
to what determines operability. In the series of cases 
from the Mayo Clinic that are reported here, any lesion 
of the breast was considered operable if it was freely 
movable from the thoracic wall, regardless of ulceration. 
In some cases, even if there were cutaneous nodules 
proximal to the tumor and regardless of the presence 
or absence of palpable axillary lymph nodes, the lesion 
was considered operable. In addition, patients were ac- 
cepted for operation if they had a diffuse type of malig- 
nant growth and if malignant disease was associated with 
lactation or pregnancy. Lesions were considered to be 
inoperable when a large growth was attached to the 
thoracic wall and there was extensive meiastasis to the 
axillary and supraclavicular lymph nodes or to other 
distant parts of the body. A few patients who had metas- 
tasis involving distant portions of the body were ac- 
cepted for operation because of exceptional circum- 
stances. 

Thus it is difficult to make any sharp distinction 
between operable and inoperable lesions and in each 
case treatment must be determined according to the 


from 1910 through 1946. Three-year survival rates fol- 
lowing Operation were compiled in a series of 8,074 
cases. 

METHODS OF STUDY 


The study of survival rates for the various periods after opera- 
tion was made in the following manner. All women treated by 
radical mastectomy, regardless of the type or extent of their dis- 
ease or other associated conditions, were included in this study. 
The records of patients who had undergone operation the 
requisite number of years prior to the time of inquiry (Jan. 1, 
1950) were selected first. For the calculation of the 3-year sur- 
vival rate, the patients who had an operation in 1946 or earlier 
were selected; for the S-year survival rate, those who had an 
operation in 1944 or earlier were selected; for the 10-year sur- 
vival rate, those who had an operation in 1940 or earlier were 
selected, and so forth. Obviously, then, the 3-year survival rate 
was calculated on a larger number of patients than the 5-year 
survival rate; the S-year rate on a larger number of patients than 
the 10-year survival rate, and so forth. Any patient not traced 
for a sufficient number of years after operation was considered 
untraced, and was not included in the calculation of the survival 
rate. For instance, in calculating the five-year survival rate, a 
patient who had undergone operation seven years prior to the 
time of inquiry but had been traced for only four years after 
operation and who was living at that time, was considered un- 
traced in the calculation of the five-year survival rate because 
it is not known whether she survived until the fifth year after 
operation. In calculation of the three-year survival rate, the pa- 
tient was considered traced, for it is known that she survived 
more than three years after operation. 

When patients did not answer the routine follow-up letter, the 
local department of health, bureau of vital statistics, or other 


a 
— 
* Based on patients traced by inquiry as of Jan. 1, 1950. Included in the three-year group are only those patients who were operated on three or more 
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agency was consulted to learn whether any record of death 
existed. Of the patients on whom operation had been performed 
three or more years before investigation, 98.4% were traced for 
the requisite period. In all of these statistical studies of survival 
rates it has been assumed that the patient died of malignant 
disease, although in many instances it was definitely known that 
death was due to other causes. 


PRESENCE OR ABSENCE OF METASTASIS TO 
AXILLARY NODES 

The most important factor in the prognosis following 
surgical treatment is the extent of the disease at the time 
of operation. I do not believe that clinical classifications 
of the extent of the disease are uniform or accurate 
enough for comparison of the results from surgical 
treatment of the various types of lesions encountered. 
In my opinion the most important consideration is 
whether or not the disease has metastasized from the 
primary location in the breast before operation. This 
is most accurately determined by definitely proving the 
presence or absence of axillary nodal metstasis at the 
time of operation. A comparison of cases with nodal 
metastasis and those without nodal metastasis shows 
that the prognosis is much more favorable in cases in 
which there is no axillary involvement (table 1). The 
three-year survival rate was calculated for 8,074 patients 
with unilateral carcinoma of the breast on whom opera- 
tion was performed in 1946 or earlier, of whom 7,950 
(98.4% ) were traced. The survival results varied 
widely, and the prognosis was much better in those cases 
in which axillary nodal metastasis was not found at the 
time of operation than in those cases in which axillary 
nodal metastasis was found. 

Although axillary nodal metastasis is only one indi- 
cation of the extent of the disease at the time of opera- 
tion, I believe that it is one of the most important factors 
affecting the prognosis. Therefore, in compilation of 
survival rates of malignant disease of the breast, I believe 
that all cases should be considered in two groups, those 
with and those without axillary nodal metastasis at the 
time of operation, and that statistical studies should 
never be based on a combination of the groups without 
indicating the number of patients in each group. 


RESULTS IN FIVE-YEAR PERIODS FROM 
1910 THROUGH 1944 


A quinquennial study was made of unilateral carci- 
noma of the breast in women who had had radical 
mastectomy in the years 1910-1944 to determine 
whether there had been any improvement in the results 
of surgical treatment during these different periods. This 
study was based on 7,445 patients, of whom 7,325 were 
traced. The patients are divided into two groups, those 
with and those without axillary nodal metastasis at the 
time of operation (table 2). A consistent and appre- 
ciable improvement in the results obtained from radical 
mastectomy in each succeeding five-year period is evi- 
dent. The study shows that 23.4% of patients who had 
axillary nodal metastasis at the time of operation in the 
years 1910-1914 were living five years after operation, 
as compared with 39.4% of those on whom operation 
was performed during the five-year period 1940-1944. 
Better results were obtained among patients without 
nodal metastasis in the same period. Among those who 
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underwent operation in the five years 1910-1914, 
62.6% survived five years, as compared with 85.6% 
in the period 1940-1944. 


GRADE OF MALIGNANCY 

A study was made to determine whether there was 
any difference in the results obtained in treatment of 
different grades of carcinoma of the breast. The cases 
have been graded according to Broders’ method of 
dividing malignant lesions into four grades based on 
cellular differentiation. This part of the study is based 
on 7,012 cases, the total number in which lesions have 
been graded in this series. A study also was made to 
determine the percentage of cases in which each of the 
four grades of malignancy was present and the percent- 
age of cases of each grade of malignancy with and with- 
out axillary nodal metastasis at the time of operation 
(table 3). In 47.5%, or nearly half, of all cases of carci- 


TABLE 2.—Five-Year Survival Rates After Radical Mastectomy 
During Different Five-Year Periods 


Period With Metastasis Without Metastasis Totals 

Opera No. No. No. 

tion Traced No. %* Traced No. %* Traced No. %* 
1910-1914 303 71 23.4 214 134 62.6 517 205 39.7 
1915-1919 59 155 26.2 204 210 71.4 RS6 365 41.2 
1920-1924 659 156 23.7 360 252 70.0 1,019 408 40.9 
1925-1929 762 248 $2.5 399 308 77.2 1,161 5d6 47.9 
1930-1934 612 216 35.3 403 329 SL.6 1,015 DAD 53.7 
1935-1939 662 268 40.5 DSY 482 81.8 1,251 750 60.0 
1940-1944 741 292 39.4 735 629 85.6 1,476 921 62.4 

Total 4,331 1,406 32.6 2,994 2,344 78.3 7,325 3,750 61.2 


* Caleulated as in table 1, 


TABLE 3.—Metastasis Correlated with Grade of Malignancy of 
Unilateral Carcinoma of the Breast at Time of Radical 


Mastectomy 
Without 
Totals With Metastasis Metastasis 

Grade No. % No. % No % 
1 538 7.7 12 2.2 526 97.8 
2 S69 12.4 32.8 67.2 
3 2 271 32.4 1,387 61.1 fates | 38.9 
4 3,334 47.5 2,076 80.3 Hos 19.7 
Total 7,012 100.0 4,360 62.2 2 652 37.8 


noma of the breast in this series the degree of malignancy 
was graded 4, and axillary nodal metastasis was present 
in 80.3% of all cases of grade 4 lesions at the time of 
operation. When the data concerning grade 3 and 4 
lesions were totaled, it was found that in 79.9% of cases 
of carcinoma of the breast there was a high degree of 
malignancy from which metastasis occurs early. These 
data emphasize the seriousness of malignant disease of 
the breast in that the majority of the lesions are of a 
high grade of malignancy and have metastasized to 
axillary nodes at the time of operation. 

A study was then made to determine the survival 
rates of patients with and without axillary nodal metas- 
tasis according to grade of malignancy (table 4). The 
results show a definite and uniform relationship between 
the operative results and the grade of malignancy; the 
lower the grade of malignancy the higher the percentage 
of patients alive 3, 5, and 10 years after operation. This 
was found to be true both when axillary metastasis was 
present and when it was not. This study also corrob- 
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orates the findings in the previous study that the surgical 
results in cases in which the grade of malignancy is the 
same are much more satisfactory in cases without metas- 
tasis to the axillary nodes than in those with metastasis. 
The study shows that the grading of malignant lesions 
gives an important indication as to the prognosis. I be- 
lieve that the grading of malignant lesions represents 
one of the greatest advances that has been made in the 
study of malignant disease in recent years. 


IRRADIATION 
Five-year survival rates following radical mastectomy 


were studied for successive five-year periods to deter- 
mine the results obtained for those patients with and 
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metastasis were given irradiation therapy as compared 
with 530 patients who did not receive irradiation ther- 
apy. This difference in number is even more apparent 
in the different five-year periods and makes an inequit- 
able comparison for study, particularly on a percentage 
basis, since one case would make a much greater differ- 
ence in the percentage in the smaller group of cases. 
Another factor to be noted in this study is that irradia- 
tion therapy was considered routine postoperative treat- 
ment for all patients who had axillary nodal metastasis 
from 1920 through 1944. Patients did not receive irra- 
diation only because of some complicating general con- 
dition that contraindicated its use. These conditions 
make the prognosis in this group less satisfactory. In 


TABLE 4.—Unilateral Carcinoma of the Breast With and Without Axillary Metastasis at Time of Radical Mastectomy: Comparison 
of Survival Rates According to Grade of Malignancy 


No. of Years of Survival After Operation 


sl 3 or More 5 or More lv or More 15 or More “0 or More 
No. No. No No. No. 
Traced No. %* Traced No. %* Traced No. %* Traced No. %* Traced No. G%* 
With Metastasis 
12 11 91.7 12 11 91.7 7 11 5 45.5 il 4 36.4 
279 261 sl 37.0 1%? a0 "6.0 168 93 13.7 
1,361 8.0 1,28s 512 39.8 P05 20.1 S16 10) 12.3 673 44 6.5 
2618 1,008 38.1 2,473 642 26.0 293 144 1,004 153 9.5 1,161 74 
Without Metastasis 

«2 423 401 2% 134 106 79.1 6 49 64.5 
BY 32 92.2 26 86.3 267 Os.6 268 135 57 35.6 
132 4.4 763 56 72.9 2y2 6.2 331 146 44.1 193 30.1 
64s 513 79.2 551 381 69.1 168 47.3 210 75 33.7 149 38 25.5 


* Caleulated as in table 


Taste S.—Five-Year Survival Rates After Radical Mastectomy With and Without Postoperative Irradiation for Diffierent 
Five-Year Periods 


With Metastasis 


With Irradiation 


No. No. 

Period of Operation ‘Traced No. a Traced No. 
1015-1919...... B61 23] M 
616 255 41.4 46 13 
274 39.6 49 18 

3.498 1,196 34.2 530 139 


Without Irradiation 


Without Metastasis 


With Irradiation Without Irradiation 
No. No. 

%* Traced No. %* Traced No. %* 
23.4 163 117 71.5 131 93 71.0 
25.0 263 1s? 69.2 97 70 ta 
26.6 MY 15 78.3 150 113 75.3 
28.0 235 82.2 117 80.3 
418 340) 81.3 171 14? 
36.7 177 137 492 88.2 
26.2 1,556 1,206 77.5 1,224 1,004 


* Caleulated as in table 1, 


without axillary nodal metastasis who had irradiation 
subsequent to operation as compared with those who 
did not have irradiation subsequent to the operation 
(table 5). This study was made for the 30 years 1915- 
1944, since irradiation therapy was instituted as post- 
operative treatment in 1915. The results in the different 
five-year groups were not uniform or consistent. In the 
five years, 1920-1924, the results were more satisfactory 
in patients who did not re@eive postoperative irradiation 
than in those who did. In the other periods, the results 
were more satisfactory in patients who had postoperative 
irradiation than in those who did not have it, and there 
was an over-all improvement of approximately 8% in 
patients who had irradiation as compared with those 
who did not have it. 

It should be remembered, however, that there is con- 
siderable difference in the total number of patients 
treated in each group; 3,498 patients with axillary nodal 


most of these cases roentgen treatment was attempted 
and had to be discontinued. 

In the cases without axillary nodal metastasis, a 
greater percentage (82.0% ) of patients who did not 
have irradiation therapy than of patients (77.5% ) who 
did have postoperative irradiation therapy were living 
five years after operation. In this study there is a more 
equitable number for comparison in that the total num- 
ber not treated by irradiation therapy was 1,224 as com- 
pared with 1,556 who received postoperative irradiation 
therapy. 

The results obtained in this study are not uniform 
or consistent. In three of the five-year periods results 
were more favorable in from | to 3% of patients who 
had irradiation therapy and in three of the five-year 
periods the five-year results were more favorable in from 
2 to 11% of patients who did not have postoperative 
irradiation therapy. 
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The study shows that the results obtained from radical 
mastectomy in patients who did not have axillary nodal 
metastasis at the time of operation were not improved 
by irradiation therapy. In fact, 4.5% more of these pa- 
tients who did not receive irradiation therapy than of 
those who did lived for five years or more after opera- 
tion. 


TABLE 6.—Factors Influencing Prognosis of Radical Mastectomy 
for Carcinoma of Breast in 7,822 Patients* 


With Axillary Metastasis 
Who Lived More Than 


Diagnosis or Associated Factor % Die. Wut. 
Unilateral careinoma............. 58.8 46.3 32.8 19.4 14.0 9.2 
44.3 44.7 26.5 14.3 5.6 0 
Pregnaney or lactation.......... 75.7 18.7 8.9 54 2.5 1.5 
Subsequent preenaney............ 36.4 82.1 64.1 51.4 38.5 27.8 
Associated diabetes............... 67.7 43.9 30.6 9.5 0 0 
Previous bilateral oophoreetomy — 54.0 444 20.0 14.6 12.1 9.1 
Bilateral carcinoma, simultaneous 62.3 33.3 27.7 54 0 0 
Bilateral carcinoma, nonsimulta- 


Without Axillary Metastasis 

Unilateral carcinoma............. 41.2 SUS 78.6 63.6 52.9 43.0 
ee 55.7 88.2 85.7 67.9 42.1 35.7 
Pregnancy or lactation.......... 24.3 72.7 O45 54.2 41.2 33.38 
Subsequent pregnancy............ 63.6 100.0 92.3 79.5 69.0 
Associated diabetes............... 32.3 74.2 60.7 52.9 44.4 16.7 
Previous bilateral oophorectomy 46.0 78.3 69.8 52.9 42.3 28.0 
Bilateral carcinoma, simultaneous 37.7 69.0 57.7 44.4 25.0 20.0 


Bilateral eareinoma, nonsimulta- 
e 51.1 83.9 78.5 59.1 42.2 %6.5 


Survivals calculated as in table 1. 


* 


A true evaluation of irradiation therapy can be ob- 
tained only by comparing similar types of cases in which 
operation was performed. These studies of five-year 
survival rates indicate that (1) in cases of mammary 
carcinoma with axillary nodal metastasis, there has been 
some improvement in the results when radical mastec- 
tomy was followed by irradiation therapy; and (2) in 
cases without axillary nodal metastasis the results of 
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radical mastectomy with or without irradiation therapy 
were usually essentially the same; but, in a certain per- 
centage of cases, the results of radical mastectomy with 
irradiation were less satisfactory. At present, irradiation 
therapy is given at the Mayo Clinic in all cases in which 
nodal metastasis is present at the time of operation unless 
it is contraindicated by some general condition, but 
irradiation therapy is not being used in cases in which 
no axillary nodal metastasis is found at the time of 
operation. These studies indicate that the effectiveness 
of irradiation depends on the type as well as the extent 
of the disease, and the most important consideration in 
the treatment of adenocarcinoma of the breast is thor- 
ough primary radical mastectomy. 


OTHER FACTORS INFLUENCING PROGNOSIS 


Limited space does not permit me to present the com- 
plete detailed study that has been made of various other 
factors that influence prognosis and results of radical 
surgical treatment. All of these different groups except 
the cases of bilateral carcinoma of the breast are in- 
cluded in the general statistical study. I am including a 
summary of the survival rates of these different groups, 
including patients with Paget’s disease, patients with 
carcinoma ‘during pregnancy or lactation, patients who 
had subsequent pregnancies, those who had associated 
diabetes, or bilateral oophorectomy for nonmalignant — 
disease at least one year prior to radical mastectomy 
for carcinoma of the breast, patients with carcinoma 
simultaneously in both breasts, and those who had car- 
cinoma in the remaining breast subsequent to radical 
mastectomy of one breast (table 6). 

These results, compared with the results obtained in 
the entire group of cases of unilateral carcinoma are 
better in cases without axillary nodal metastasis than in 
those with axillary nodal metastasis, and confirm the 
importance of instituting surgical treatment early in the 
course of the disease before metastasis has occurred. 


MODERN ADVANCES AND TRENDS IN MILITARY MEDICINE 


Rear Admiral Lamont Pugh (MC), U. S.N. 


Military medicine during the centuries from Homer's 
Trojan War to the present Korean conflict has steadily 
advanced toward a higher state of excellence. The trend 
over the years has been toward increasing military recog- 
nition for the medical services and improving profes- 
sional competence for medical personnel. Today the 
military physician in all respects is in the front rank. 
He has become so professionally astute and so versed 
in the strategy and tactics of battle that his medical coun- 
sel is highly respected and his participation in matters 
of logistics is routinely sought. 

When we view the military physician today carefully 
and scientifically planning his operations, we realize how 
long a road he has traveled from the days of the Napole- 
onic Wars, when a Scot, Sir Gilbert Blane, prompted by 
his recognition and appreciation of the monumental 
work of James Lind, another Scot (whose name inci- 
dentally is held by historians to be the greatest in naval! 
medicine), secured adoption by the British Royal Navy 


of regulations requiring the use of lemon juice aboard 
ship to prevent scurvy and the use of vaccine to prevent 
smallpox. These two reforms of themselves started the 
military physician on his upward path to recognition. 

By the middle of the 19th century medical officers 
had been granted military rank compatible with their 
military and professional qualifications, and had been 
given due authority over medical care and medical sup- 
ply. The concept that medical care and medical supply 
—that the doctor and his bag in the military as well as 
elsewhere—comprise two parts of one and the same 
entity has, for over a century in this nation, through 
four wars and part of a fifth fracas that at least smacks 
of war, been accepted as axiomatic. The validity of this 
philosophy, however, has recently been seriously chal- 
lenged in the Navy and, as a consequence, management 


Surgeon General of the United States Navy 
Read before the Fifth Annual Clinical Session of the American Medi- 
cal Association, Los Angetes, Dec. 7, 1951. 
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control of the Navy’s medical supply system is being 
transferred to the Bureau of Supplies and Accounts. 

There has never been anything static about medicine, 
and this is particularly true of military medicine. War 
has always been a stimulus to medical and surgical 
advancement. Much of the work that is now going on to 
find a suitable substitute for blood plasma, a search that 
has resulted in such products as dextran, polyvinyl- 
pyrrolidone (“periston”), “oxypolygelatin,” and other 
gelatins, has received its major stimulus from the mili- 
tary. The creation of new military medical problems 
stimulates new medical discoveries and these discoveries, 
in turn, contribute greatly to scientific progress and me- 
chanical developments. This must be particularly appar- 
ent in such fields as submarine and aviation medicine. 
The atomic bomb also created a new complex of mili- 
tary medical problems in 1945, and today we face a 
situation of very rapid change in all aspects of military 
affairs, including medicine. To some degree we have to 
plunge into the unknown and prepare for military con- 
tingencies that have never occurred before. 

After 1945, as after most wars, there was a slacken- 
ing of popular interest in military power, military pre- 
paredness, and military medicine. For an extended 
period emphasis at the highest policy level appeared to 
be placed on economy. Numerous studies were made 
by committees or boards that issued reports and offered 
proposals for the reorganization and reduction of our 
military forces. We had to justify and explain our ex- 
penditures many times. But from that experience we 
learned much, and now some semblance of order begins 
to appear. 


DOCTRINE OF UNIFICATION 

When our vision imagines distant goals, the detailed 
outlines of the vision are not plain, and only trial and 
error produce the whole edifice we intend to create. But 
certain creations by this time have sufficiently clear 
forms to be recognized as new entities. These have 
stemmed in a large measure from the doctrine of unifica- 
tion, a doctrine that everyone favors but hardly anyone 
can define precisely. At the same time they are the prod- 
uct of evolution rather than revolution. While it is 
difficult to say what the ultimate result will be with 
respect to this philosophy of unification, it is never- 
theless possible to visualize a reasonably stable pattern, 
evidenced by the following accomplishments: 

1. Joint and common instruction is being conducted 
in appropriate special fields, such as the medical aspects 
of atomic energy, biological and chemical warfare, and 
aviation medicine. 

2. We have integrated our hospital services so that 
the patients from any one service may be hospitalized in 
the hospitals of any other service. Whether the hospital 
is the nearest and the best staffed and equipped to care 
for the patient is the primary consideration. 

3. Concomitant with joint hospitalization we have 
joint staffing of facilities that have patients from two or 
more services. Thus there is a considerable interchange 
of physicians, both those with general capabilities and 
those qualified as specialists. Joint staffing promotes 
economy in the number of hospitals the armed forces 
must maintain by promoting consolidation; it also makes 
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possible the most effective utilization of scarce person- 
nel. 

4. We now have joint Army and Navy purchasing of 
medical and dental supplies and equipment, through the 
Army-Navy Medical Procurement Agency. A single 
standard medical supply catalog is in daily use. 

5. The Army’s Institute of Pathology has become the 
Armed Forces Institute of Pathology, with a rotating 
directorship. 

6. The Surgeon General’s Library, maintained by the 
Army since 1836, will in the future be the Armed Forces 
Medical Library, and will have rotating directors chosen 
from the three services. 

7. An Armed Forces Medical Journal has supplanted 
the Navy’s Naval Medical Bulletin and the Bulletin of 
the U. S. Army Medical Department. This joint publi- 
cation not only saves money and personnel but also 
enables the editor, who represents the three services by 
rotation, to draw ona richer and more informative selec- 
tion of manuscripts. 

8. Interservice unity has been achieved with respect 
io sea transportation. At one time the Army operated its 
own fleet of transports and auxiliary vessels; in fact it 
once operated more vessels on the waters of the world 
than did the Navy. Now all the crafts that float on the 
surface of the sea, except a few vessels that belong to 
the Army Engineers who are responsible for rivers and 
harbors, belong to the Navy. The Military Sea Trans- 
portation Service has been created under the director- 
ship of the Navy, and it includes all military sea trans- 
ports. 

9. An Armed Services Medical Regulating? Office has 
been set up in Washington to place patients returning 
from overseas in the service hospital nearest their homes 
or in the hospital that will most nearly satisfy the desires 
of the individual. The movement of the average patient 
from the front line aid station to the port of debarkation 
in the United States and subsequently to a hospital for 
definitive treatment is now arranged according to a care- 
fully devised plan based on the many lessons in evacu- 
ation learned in former wars. 

10. The supply by one service of the medical material 
needs of all three services is being given a trial. 

The agency that coordinates this joint activity is the 
Armed Forces Medical Policy Council. This consists of 
a civilian chairman and three civilian members, one of 
whom is a dentist, and the three surgeon generals of the 
medical departments of their respective services. The 
council has contacts with other military offices such as 
the Joint Chiefs of Staff, with federal agencies such as 
the National Research Council and Selective Service 
System, and with private medical and dental associa- 
tions. The council serves especially as a group to carry 
Out joint studies, to coordinate joint training, and to per- 
form necessary liaison work in connection with such 
general programs as procurement of whole blood and 
production of plasma. Each medical department retains 
control of the medical logistics operations entailed in 
support of its own combatant forces. 

Another advance worthy of mention is the creation in 
the American Medical Association of a separate Section 
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on Military Medicine. You are aware that almost 100 
years ago (1859) the Association was first organized 
into sections for the purpose of performing such parts 
of its scientific labor as might relate to particular 
branches of medicine and surgery. The new Military 
Medicine Section should become an excellent forum in 
which information and views can profitably be ex- 
changed on this special phase of medical practice. Both 
military and civilian physicians in meetings of the Asso- 
ciation will have the convenient opportunity to listen 
to papers and discussions pertaining to both military and 
civilian medicine. 

While unity and integration of the three medical serv- 
ices have been to a large degree achieved, each service 
retains a high degree of individuality. Each medical serv- 
ice seeks to maintain an organization best adapted to the 
support of its own operating forces. This mission can be 
fulfilled best if each service has its own medical depart- 
ment, responsible and accountable directly and inde- 
pendently to its own service. 

It has been said that medicine, like any other science, 
will remain alive and progressive to a degree commen- 
surate with the degree in which it engages in research. 
The medical departments of the armed services stead- 
fastly insist, and quite rightly so, on directing their indi- 
vidual research programs. Denied the opportunity and 
right to conduct its own research program, it is believed 
that the quality of any of the medical departments would 
soon decline, that the interest of its medical officers 
would stagnate and fade, and that its stature as a medical 
organization would retrogress to that of a minor constitu- 
ent. Some of this research is done separately when it 
concerns a matter of interest only to a single service as, 
for instance, research in problems related to submarine 
operations that would be of concern only to the Navy. 
Research projects in which the crux is of concern to all 
three services are participated in jointly. The effect of 
exposure to extreme cold would be a fair illustration, 
and there are moreover certain projects in which the mili- 
tary and civilian interests are similarly at stake. An illus- 
tration of a research project in which the military and 
civilian experts are jointly engaged its the research in 
effort to find a satisfactory substitute for blood plasma. 
All of the research being pursued within or by the medi- 
cal departments of the armed services is closely screened 
by several agencies, including the research and devel- 
opment board of the individual service and of the De- 
partment of Defense and, when desired, by the National 
Research Council. Through the years military medicine 
will, I am sure, work closely with civilian medicine to 
better methods of protecting and strengthening the minds 
and bodies of our fellow beings. Today we stand side by 
side facing the changes of tomorrow with the faith and 
determination that through our hands a strong, healthy 
world shall evolve. 


MEDICAL ADVANCES IN KOREA 


Along with the aforementioned examples of coopera- 
tion among the three services, I should like to point 
out some of the more notable developments and ad- 
vances of a medical nature that have been made as a 
result of the Korean conflict. The use of helicopters in 
Korea to evacuate casualties for short distances and of 
transport planes to convey them over long distances cer- 
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tainly constitutes a most notable advance. In many cases, 
as when wounded men have been cut off from the 
remainder of the division, use of the helicopter, when 
we have control of the air, is the only way field casualties 
can be brought out safely and given early definitive 
care. It is especially useful in evacuation from difficult 
terrain such as that in Korea, where the automotive 
ambulance often faces insuperable obstacles. The heli- 
copter is ideally suited for transporting casualties with 
severe abdominal or chest wounds who cannot with- 
stand the rigors of a long jolting ambulance ride. 

To facilitate evacuation to hospital ships by heli- 
copter, landing platforms are being installed aboard our 
hospital ships, which will enable wounded patients to 
be set down easily and quickly aboard these floating 
hospitals. The U. S. S. Consolation has been so equipped, 
and we intend to equip all our hospital ships with heli- 
copter landing platforms as they go to the Navy yard 
for overhaul. It has moreover been the recommendation 
of the division surgeon with the First Marine Division in 
Korea that helicopters be made a part of the basic equip- 
ment provided medical battalions serving with forces in 
the field. Thus, the: mobility of medical support of 
amphibious and field medical operations may be greatly 
augmented. 

Transport planes are used to convey patients over 
longer distances. Air trips have great advantages in 
speed, flexibility, and frequency. Moreover, the ability 
to move patients rapidly, comfortably, and safely from 
all points of the world to highly qualified specialists con- 
centrated in relatively few medical centers makes the 
services of these specialists available to the greatest num- 
ber of personnel. The percentage of patients returned to 
the United States by air increased from 30% in 1945 to 
about 98% in 1951. However, we in the Navy intend 
to remain prepared to bring medical facilities to the 
patients, where the exigencies of war may require it. 
There is no more satisfactory method of conveying a 
completely staffed and equipped general hospital from 
one part of the world to another than to float it in the 
form of a ship. Moreover, I will venture to warn once 
more against so naive an assumption that, because we 
have been able to fly helicopters and other aircraft al- 
most ad lib in Korea, we could rely on the same practice 
against an enemy with air power comparable to our own. 

Another advance has been the use by the Navy, in its 
medical service to the Marine Corps, of surgical teams. 
These units of three doctors and ten hospital corpsmen 
are moved about as needed to provide medical support 
at amphibious landings, aboard hospital ships, and in 
connection with Marine Corps field medical operations. 
These teams consist of a surgeon, his surgical assistant, 
and a physician anesthetist. They may at times contain 
specialists in neurology and psychiatry. They also have a 
representative distribution of enlisted medical techni- 
cians of special value in a given situation, including 
trained operating room technicians and laboratory men. 
The teams have special sets of equipment, including in- 
struments, sterilizers, linens, and other surgical supplies. 

The team members are kept in readiness, and their 
services may be utilized in base hospitals or other vantage 
points in the area. This permits them to become ac- 
quainted, to operate together, and to become organized 


148 
52 


1014 MILITARY MEDICINE—PUGH 


as an efficient unit. When needs for great amounts ‘of 
surgery develop they are ready to fly or sail at short notice 
to points of action. They have served with the Marines 
during unusually heavy periods of activity, aboard hos- 
pital ships, as staffs for transports evacuating large num- 
bers of casualties, and in other periods of heavy casualty 
incidence such as the Hungnam evacuation. Their readi- 
ness for action and adaptability for employment in hos- 
pitals during less active fighting periods not only enables 
better surgery for casualties but also prevents the waste 
of medical talent, such as sometimes occurred in former 
wars. These teams lessen the need for keeping various 
units unnecessarily staffed during quiet periods. At the 
peak of Marine Corps activity in Korea the Navy had 
25 of these units in operation there. 

The war on epidemic and infectious diseases in Korea 
has owed much to the use of floating epidemic disease 
control units. These are floating laboratories manned by 
appropriate personnel trained in the various aspects of 
preventive medicine and equipped to perform a disease 
prevention function. Tests to determine the nature of epi- 
demic diseases are made close to the spot where they 
occur. Consequently, preventive and remedial action can 
be taken quickly to stop or deter the spread of epidemic 
diseases; and chemical or biological warfare agents can 
be analyzed quickly in the field to determine appropriate 
counter action. Without this mobility, specimens for 
analysis have to be sent to distant shore laboratories and 
preventive action based on laboratory tests is delayed. 

The skilled and specially selected officers of the lab- 
oratories are trained to go ashore fully equipped, and to 
take measures to insure the safety of the fighting forces 
from diseases that lurk in the water or indigenous food 
supply, or those carried by flies, mosquitoes, rats, lice, 
and other living disease vectors. They can quickly ana- 
lyze and measure the effectiveness of action taken. As 
mobile research laboratories, these units can go to many 
points otherwise extremely difficult to reach. The ento- 
mologists have made new and important observations of 
the disease carrying insects that produce typhus fever. 
They are busy with important projects to study and de- 
termine the effectiveness of various insecticides that are 
used primarily for elimination of this disease. 

One innovation has been a one-man stretcher for use 
at the front. Several types, both with and without wheels, 
are being considered, and one or two models are actu- 
ally on trial in Korea. Significant advances have been 
made in handling supplies. We have arranged special 
blocks of medical and surgical equipment that are pack- 
aged, shipped, and distributed in the field as units. These 
permit extremely rapid outfitting of various types of med- 
ical installations and also make possible rapid replace- 
ment of depleted supplies. The unusually quick build-up 
of medical supplies and facilities in the Far East in the 
Korean operation owed much to this device. 

Finally, I think should be mentioned the development 
through joint medical research by the three services of a 
bullet resistant jacket that promises to reduce markedly 
the incidence and severity of wounds from small arms 
and shell fragments in the upper part of the body. The 
basic resistant materia! in these jackets is either doran 
(a “fiberglas” and plastic resin combination) or nylon, 
or a combination of the two. The major part of the work 
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in connection with this jacket has been carried out at 
the Navy’s research laboratory on the Marine base at 
Camp Lejeune, N. C. (1 might add that the Navy’s lab- 
oratory at Camp Lejeune is the only facility of the armed 
services where work on the design and development of 
this jacket has taken place. ) 

The foregoing citations, I think, provide a fair index of 
the modern advances in military medicine. The net result 
of these advances and improvements is naturally that the 
kind of medical care that is being provided today for our 
armed services personnel is of a more effective and ef- 
ficient brand than has ever hitherto been available. When 
an analytical view is taken of the concept of so all-im- 
portant a matter as combat readiness, two basic elements 
appear to stand out. One of these is the doctrine of uni- 
fication, and the other is the principle of flexibility. Flexi- 
bility has become the keynote of the current teaching in 
the military medical doctrine. Unification and flexibility 
currently constitute the burden of our theme. 

We do not, I think, overestimate the importance of 
military medicine to national defense and defense of the 
free world. Lord Nelson, one of history’s most distin- 
guished admirals, said, “The great thing in all military 
service is health.” Napoleon moreover observed that 
health is necessary in war and cannot be replaced by 
anything else. Considerable of our energies have been 
expended during the post World War II era opposing 
radical changes that have emanated from the inevitable 
“Monday morning quarterbacks.” We do not consider, 
however, that these energies have been wasted. We in- 
tend to continue to endeavor to differentiate between fact 
and fantasy. We will continue to espouse measures to 
strengthen military medicine and to increase its service to 
the armed forces and to the civilian population. 


AMERICAN BOARD OF MILITARY MEDICINE 


We seek, for example, an American Board of Military 
Medicine that will give added recognition, dignity, and 
distinction to those who have seen combat service and 
have demonstrated outstanding qualifications in any of 
the several areas or categories peculiarly military in na- 
ture. In this connection I might mention that this year’s 
Annual Achievement Award by the American Pharma- 
ceutical Manufacturers’ Association was shared jointly 
by the military departments for their contributions to 
research. At the time of the conferral of that award at a 
banquet in the Waldorf-Astoria in New York I was 
prompted, as I observed certain persons present at that 
banquet, to reflect on the validity of my view that service 
medicine is in itself a specialty. 

Among its devotees are some highly defined experts. 
For example, at a banquet table in the group to which 
I refer sat a captain in the Medical Corps of the Navy 
who is the nation’s and one of the world’s foremost ex- 
perts on submarine medicine. When one needs a doctor 
qualified to treat about 85% of the ills to which man is 
subject, that doctor may be found in almost any com- 
munity; maybe he is just around the corner. But when a 
submarine is lying on the bottom of the ocean with a 
crew of human beings aboard, the kind of expert knowl- 
edge on which their salvation may well depend is pos- 
sessed by an extremely small number of doctors. The 
doctor to whom I refer was largely responsible for the 
highly specialized scientific advances that made possible 
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the recovery of 33 men from the sunken Squalus off 
Portsmouth, N. H. in 1939. He, in fact, flew to the scene 
Of that disaster and personally supervised the medical 
aspects of the rescue operations that were instituted upon 
that momentous occasion. He is a specialist without peer 
and should be so identified. 

The Navy’s policy will continue to be to provide 
special training to physicians, including conventional 
professional training, as well as special types such as that 
pertaining to the medical and military aspects of atomic 
energy and the medical implications of biological and 
chemical warfare. In times such as these the national 
security demands that all physicians have considerable 
knowledge of certain aspects of military medicine. 

We will resist with all resoluteness possible creation 
of a single federal hospital system that includes the armed 
forces hospitals—a plan that has been advocated in cer- 
tain quarters. We must retain our military hospitals under 
our own control in order that they be immediately re- 
sponsive to military combat needs and in order that mil- 
itary patients may be immediately amenable to military 
transfer and assignment orders and to the various regu- 
latory provisions under which a service organization 
operates. 

At the same time we shall give such support as is 
within our province and appropriate to constructive pians 
for improving the program for medical care of depend- 
ents of service personnel. I believe that, in resisting in- 
roads on our free medical system, we might well recall 
the words of the sage of Monticello, Thomas Jefferson: 
“I am not an advocate for frequent changes in laws and 
constitutions, but laws and constitutions must go hand 
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in hand with the progress of the human mind. As that 
becomes more developed, more enlightened, as new dis- 
coveries are made, new truths discovered, and manners 
and opinions change with the change of circumstances, 
institutions must advance also to keep pace with the 
times. We might as well require a man to wear still the 
coat which fitted him when a boy as civilized society 
to remain ever under the regimen of their barbarous 
ancestors.” 

We do not look toward sudden and revolutionary de- 
velopments or changes. While change is essential to proz- 
ress and progress is essential to life, a few things do not 
change. Birth and death are notable examples, and in 
between these two extremes is an abstract quality which, 
for want of a better term, we call human nature. This 
seems to change imperceptibly if at all, and so long as 
human nature remains what it is, certain measures will 
be necessary if we intend to maintain our position of 
dominance in the world’s congress of nations. 

In the military services, regardless of the department 
concerned, the “pitch” must always be towards and not 
away from preparedness for war; and if this is the pitch 
for the military services as a whole, it must, by a similar 
token, be the pitch for any component part of the serv- 
ices. And there is no component unit of the national 
defense establishment of greater importance in my esti- 
mation than that charged with the preservation and res- 
toration of the most vital resource in the nation. I refer 
of course to health. And obviously the department upon 
which it devolves to protect this resource is the medical 
department. 


Washington 25, D. C. 


USE OF TRIETHYLENE MELAMINE IN TREATMENT OF LEUKEMIA 
AND LEUKOSARCOMA 


Jay H. Silverberg, M.D. 


William Dameshek, M.D., Boston 


Our interest in the chemotherapy of leukemia and 
leukosarcoma,! which began with the use of nitrogen 
mustard in 1942,* led us to assay the value of an oral 
nitrogen mustard-like preparation, triethylene melamine 
(TEM), in the therapy of these disorders. The structural 
formula of this agent, chemically 2,4,6-triethylenimino- 
§-triazine, is shown in Figure 1. This agent has been 
shown to inhibit tumor growth in animals * and is effec- 
tive in prolonging the survival time of leukemic mice.* 
Its chemotherapeutic activity is attributed to the ethyl- 
enimine ring,°® which is similar to the active hydrolysate 
of nitrogen- mustard when this material is dissolved in 
water. The first clinical report of the use of this material 
was made by C. P. Rhoads in May, 1950, at a meeting 
of the Association of American Physicians. This pre- 
liminary report deals with the results of triethylene 
melamine therapy in 46 cases of Hodgkin’s disease, leu- 
kemia, and related diseases. 


METHODS 

Diagnosis in each instance was established by appro- 
priate tests, including hematologic examinations, bone 
marrow aspiration, and lymph node biopsy. Almost all 
patients had been treated previously with such agents as 
roentgen rays, nitrogen mustard (NH2), and urethane. 
Antibiotics and transfusions of blood were used as indi- 
cated. Patients were treated on both an inpatient and 
Outpatient basis. Frequent observations of symptoms, 
physical findings, and blood cell counts were made. 


From the Ziskind Research Laboratory (Hematology Section) of the 
Joseph H. Pratt and New England Center hospitals and the Department of 
Medicine, Tufts College Medical School. 

Research Fellow in Hematology, New England Center Hospital (Dr. 
Silverberg). Professor of Clinical Medicine, Tufts College Medical School; 
Senior Physician and Hematologist, New England Center Hospital (Dr. 
Dameshek). 

This study was aided by grants from the American Cancer Society 
(Massachusetts Division), the American Cancer Society, Inc., and the 
Lederle Laboratories. Dr. John Ruegsegger of the medical staff of the 
Lederle Laboratories supplied the triethylene melamine used. 


148 
52 
and 


1016 LEUKEMIA—SILVERBERG AND DAMESHEK 


The chemical, dispensed as 5 mg. scored tablets, was 
given orally in all instances. The ordinary dose in adults 
was 2.5 to 5 mg. Because of the extreme reactivity of 
the drug with organic molecules, it was given, as recom- 
mended by Rhoads and Karnofsky, on a fasting stomach 
with small amounts of water. Our procedure was to give 
the drug soon after the patient awoke in the morning 
and then to withhold breakfast for at least one hour. 
Some patients stated that reactions were lessened when 
they took the drug just before retiring at night. 


REACTIONS TO TRIETHYLENE MELAMINE 


Thiersch and Philips ° have reported the comparative 
toxic effects of nitrogen mustard and triethylene mela- 
mine in animals. Similar lesions were noted, namely, 
atrophy of all hematopoietic tissue and injury to intes- 
tinal epithelium. In our cases gastrointestinal upset was 
the most frequently encountered complaint. This usually 
occurred following the second or third dose of the drug, 
particularly if the full dose of 5 mg. was used and if the 
drug was given daily. Nausea and anorexia were com- 
monly encountered, although vomiting was unusual. 
Reactions were almost always delayed, usually appear- 
ing about 6 to 8 hours after the drug was taken and 
usually disappearing within 24 hours. There was a great 
variability in individual reactivity to the drug. The per- 
centage of patients showing each reaction is given in the 
following tabulation. 


41.1 
2.9 


No reaction 


Depression of hematologic elements, particularly 
those of bone marrow origin, was regularly observed. 
The leukocytes and platelets were chiefly affected. The 
most marked leukopenic levels took place usually 20 
days after therapy was begun; the most marked thrombo- 
cytopenic effect at 60 days. In some instances, marked 
reductions in various blood cell constituents were 
observed. In three patients with Hodgkin’s disease pan- 
cytopenia developed, with thrombocyte levels under 
50,000 per cubic millimeter. The cytopenia often per- 
sisted for as long as two or three months after cessation 
of therapy. Bone marrow studies in the patients in whom 
cytopenia developed revealed cellular hypoplasia, fatty 
replacement, and a great diminution in megakaryocytes. 
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RESULTS IN HODGKIN'S DISEASE 
Fifteen patients (Table 1) were treated, of whom 13 
were in relapse. All patients had previously been treated 
with roentgen rays or nitrogen mustard. The patients in 
Cases 3 and 13 were in clinical remission when therapy 
was started. Cases 16 and 18 were examples of reticulum 
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Fig. 1.—Structural formula of triethylene melamine (2,4,6-triethylenimino- 
S-triazine). 


cell sarcoma, and the patient in Case 17 had lympho- 
sarcoma. These latter three cases are included with the 
cases of Hodgkin’s disease to facilitate grouping. 
Dosages.—Two general factors influenced judgment 
as to the amount of drug to be given: the total leukocyte 
count prior to therapy and the severity of symptoms. 
Initial courses were given in a total dose of 10 to 30 mg. 
During this initial course the drug was usually given in 
5 mg. doses on successive days. In recent cases the drug 
has been given more cautiously, with a dose of 2.5 mg. 
every day or every other day. After the initial course 
the patient was observed for two to four weeks, and the 
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Fig. 2.—Course during treatment of woman with Hodgkin’s disease. 


drug was then continued in doses of 2.5 mg. twice a 
week or in a single dose of 2.5 to 5 mg. weekly. If the 
white blood cell count remained at levels of 5,000 or 
more and the platelet counts were normal, the drug was 
continued at weekly intervals. The two patients who 
were in remission when therapy was started were given 
weekly or biweekly doses of from 2.5 to 5 mg. At no 
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time during therapy was it necessary to discontinue the 
drug because of leukopenia or thrombocytopenia in these 
two Cases. 


Type and Duration of Response.-—Complete remis- 
sions were observed in approximately 30% of the cases. 
These persisted for periods of 93 to 164 days. Approxi- 
mately two-thirds of the patients showed definite but 
incomplete improvement. This partial response, which 
was both subjective and objective, was maintained 
for periods of 42 to 134 days. The patients in Cases 3 
and 13 were in clinical remission prior to the start of 
triethylene melamine therapy and were still in remission 
159 and 133 days after the start of therapy. Only one 
patient (Case 4) showed no effect from the drug. The 
therapeutic effect first became manifest in from 2 to 27 
days and was usually heralded by relief of constitu- 
tional symptoms. 
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ing relief of constitutional symptoms was obtained, but a severe 
thrombocytopenia developed, with a platelet level of 32,000. 
The platelet count had risen to 115,000, 21 days after discon- 
tinuance of therapy. Bone marrow examination at the height of 
the thrombocytopenia showed hypocellularity and a complete 
lack of megakaryocytes. 

In two patients complete disappearance of lymphad- 
enopathy took place, while in five there was definite 
reduction in the size of the lymph nodes. The most strik- 
ing reductions took place when the lymph nodes were 
greatly enlarged. In three patients there was complete 
subsidence of splenomegaly, but in a few cases there 
was no reduction in splenic size. Of four patients with 
generalized pruritus, two were completely relieved of 
this complaint in three to eight weeks. Partial relief was 
noted in the other patients. Nine patients complained of 
severe back pain, apparently due to intraspinal involve- 
ment by extension of the process from retroperitoneal 


TABLE 1.—Analysis of Fifteen Cases of Hodgkin’s Disease 


Pretreatment Observations * 


Course During and After Therapy 


ss 3 n 2 | 
“ (=) a xs ie] = £09 oa = feo} = 
1 6% F +4+4++ 0 ++ + 0 2.52 6,950 352,006 50 )««1N + 0 + + 0 267 4,400 115,200 
2 2 #jF ++++ 0 +++ 0 0 3.28 17,300 485,440 25 R2 + 0 off. 0 0 2.67 5,150 368,460 
3 20 F 0 0 0 0 0 3.70 19,450 Normal = 55 159 0 0 0 0 0 3.90 9,000 Normal 
4 21 M +4444 0 +++ +444 4.25 7,300 Normal 35 136 +4+4++ 0 + +4 3.80 2,950 Normal 
5 57 F pote ote + +++ +444 3.51 6,740 332,250 25 123 0 0 0 0 0 3.94 5,280 Normal 
6 380 F +++ +44++ 4+ + 0 3.01 14,550 411,555 45 142 0 + }- + 0 3.47 19,000 326,180 
7 3 ™M +++ 0 0 0 ++ 4.85 6,800 Normal 60 M41 0 0 0 0 0 4.34 3,900 Normal 
8 2 F +++ 0 + + 0 341 15,700 = 832,040 40 108 ++ + + + 0 2.82 9,000 226.800 
9 4 M ++ 44+ 4+ ++ 444 4.30 11,900 495,000 65 82 0 0 ++ 3.99 8500 391,200 
10 40 M +++ 0 toe 0 +++ 4.25 10,600 350,000 75 174 + 0 + 0 + 3.25 7,550 Normal 
11 25 M +++ 0 a 0 ++++ 3.60 10,750 730,000 65 8 +++ 0 + + soe 2.68 1,700 26,800 
122 #48 F 0 + 0 ++ 3.35 5,350 756,000 35 «132 + 0 0 0 3.33 5,900 166,000 
13 21 F 0 0 4. 0 0 3.35 & 400 Normal 35 133 0 0 + 0 0 3.80 6,550 Normal 
14 60 F ++++ 0 +++ 4¢4+ 3.30 5,650 403,500 35 1733) +++ 0 ++++ 3.50 2,950 Normal 
15 31 M ++++ 0 0 0 ++ 3.32 16,000 346,122 95 145 +++-+ 0 0 oe spor 2.82 11,450 50,760 
16 39 F Sahae toe a 0 +++ 4.80 5,750 Normal 70 130 oe oa 0 0 + 3.90 4,000 Normal 
17. 6 +44 0 +++ ++ 0 4.17 5,850 372,000 20 v7 + 0 +44 ++ 0 3.72 5,000 462,000 
18 M ++++ 0 0 +++ 3.83 7,450 364,000 20 30 ++ 0 + 0 + 3.65 6,300 312,000 


* The severity of symptoms was graded from 0 (not present) to ++++ (severe or generalized). 


t TEM = triethylene melamine. 


Efject of Triethylene Melamine on Clinical Manifes- 
tations.—Constitutional symptoms, such as weakness, 
malaise, lassitude, anorexia, night sweats, and fever, 
were the most prominent features of this particular 
series. Complete relief of these symptoms occurred in 
approximately one-third of the cases, and about two- 
thirds of the patients were relieved for variable lengths 
of time. An example of complete regression of constitu- 
tional symptoms is seen in the following case. 


Case 1.--Mrs. B. D. (Fig. 2), a 26-year-old woman, was given 
a diagnosis of Hodgkin's disease in 1948. Several courses of 
x-ray therapy were given with good results. In February, 1950, 
a course of nitrogen mustard resulted in a complete remission. 
However, in July, 1950, the patient again complained of fever, 
severe night sweats, weakness, and anorexia. At that time she 
showed marked pallor, temperature of 101.2 F, bilateral axillary 
adenopathy, and slight hepatosplenomegaly. The blood analysis 
showed 2,500,000 red cells, 6,950 white cells, and 350,000 plate- 
lets. On July 19 and 20 she was given 5 mg. of triethylene 
melamine. One week later she stated that she felt much better. 
Night sweats were no longer noted, and she was afebrile. An- 
other 10 mg. was given on July 27 and 28. Following this, a 
complete remission was established, which lasted 93 days. Strik- 


or mediastinal lymph nodes. Complete relief of pain 
occurred in two patients. One patient (Case 5) was free 
of back pain for 120 days. Partial relief of pain was seen 
in five patients. A 48-year-old physician (Case 9), with 
severe pain in the right hip and x-ray evidence of lytic 
lesions in this area, showed marked pain relief. Serial 
X-ray studies gave evidence of new bone formation in 
this area. 

_ Hematologic Changes.—The effect of triethylene mel- 
amine on the various constituents of the blood was 
analyzed after the initial course of therapy and again 
after maintenance therapy. Two to three weeks after 
beginning therapy, approximately one-fourth of the 
patients showed a rise in red blood cell count of 10.3% 
to 39.6%. A fall in red blood cell count of from 1.4% 
to 21.8% occurred in one-half the cases, whereas ap- 
proximately one-fourth of the patients showed no 
change. After 20 to 95 mg. had been given over a period 
ranging from 30 to 174 days, one-third of the patients 
showed red blood cell counts that were higher after ther- 
apy than their pretreatment levels, while in about two- 
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thirds there was a slight drop. No unusual morphoiogic 
changes in the red blood cells took place. 

A reduction in total white blood cell count took place 
in 83% of the cases. This fall in leukocyte count varied 
from 32% to 88% of the total white cell count and 
averaged 59%. Leukocyte counts began to fall within 
three to four days after therapy was begun, the lowest 
levels being obtained on about the 20th day after the 
first dose. Individual responses were quite variable, and 
it was impossible to predict the degree of fall in any 
patient. Leukopenia usually disappeared in about two to 
three weeks after cessation of therapy. The fall in white 
blood cell count was due to an absolute reduction in 
granulocytes. A tendency toward hypersegmentation of 
the polymorphonuclear cells was noted at times. 

A reduction in platelet count was observed in 50% of 
the cases. This was usually of slight degree and transient 
in nature, once the drug was discontinued. Reductions 
in platelet counts were not usually observed until after 
at least a month of therapy. In three patients undergoing 
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higher dosage schedules were used in these cases than 
in the group with Hodgkin’s disease, but there was a 
wider range of dosage because of the high white blood 
cell counts. 


Effect of Triethylene Melamine on Clinical Manifes- 
tations —Weakness, anorexia, and weight loss were the 
outstanding symptoms in these cases. Subjective im- 
provement was dramatic in five cases. Case 4 (Fig. 3) 
may be cited in summary as an example of an excellent 
temporary therapeutic result. 


Case 4.—R. J., aged 31, had been known to have chronic 
granulocytic leukemia since 1947. From then until March, 1950, 
he had received courses of x-ray therapy over the spleen at 
about six-month intervals. In July, 1950, he was again in re- 
lapse, complaining of weakness, anorexia, and marked weight 
loss. Further x-ray therapy was thought inadvisable by the radi- 
ologist. Examination revealed a pale, sallow, emaciated man. 
The entire left half of the abdomen was deeply pigmented, in- 
durated, and scarred from the intensive x-ray therapy. Both the 
liver and the spleen were felt 2 fingerbreadths below their re- 
spective costal margins. There was anemia, marked leukocytosis 


TABLE 2.—Analvsis of Eight Cases 


Treatment 
Sex and Red Blood White Blood Clinical Dosage Count After TEM, 
Case Age ‘ells Cel Platelets Spleen Symptoms TEMT Initial Course Mg. Days 

M 4.07 800 500 000 +++ +4 15 mg. in 9,900 in 2 35 
iA 5 days 10 days 

2 M 4.15 12,850 400 00) +i+4+4 +44 10 mg. in 8,300 in 25 63 
26 2 weeks 20 days 

3 F 3.80 168,000 500,000) +444 +444 30 mg. in 3,700 in 60 15 
44 6 days 17 days 

4 M 2.74 186,000 8,000,000 ++ ++4++ 20 my. in 3,950 in 35 101 
oF 4 days 40 days 

5 M 3.61 120,000 477,500 +++ 25 mg. in $3,350 in 
17) 5 days 13 days 

6 F 3.23 52,000 +44 10 mg. in 51,000 in 25 
37 2 days 7 days 

7 M 3.92 24,600 400,000 ++ ++ 10 mg. in 20,000 in 65 112 
5d 6 days lk duys 

s M 3.33 136,000 666 600 ta + pe 25 mg. in 44,000 in 9.75 167 
34 5 days 22 days 

* The severity of symptoms was graded from 0 (not present) to +++4 (severe), t Tl & M= triethylene melamine. 


long-term therapy thrombocytopenia developed, with 
platelet counts of 50,000 or under. One patient (Case 1) 
had a platelet level of 32,000 after receiving 50 mg. of 
triethylene melamine during a period of 111 days. An- 
other patient (Case 15) showed a platelet level of 
50,700 after receiving 95 mg. during a period of 145 
days. In the patient in Case 11 marked thrombocyto- 
penia developed following administration of 65 mg. of 
triethylene melamine. His platelet level was 26,800 after 
five months of therapy. In this case platelet depression 
was first noted after four months of therapy, and the 
platelets continued to fall even after therapy was discon- 
tinued. 


CHRONIC GRANULOCYTIC (MYELOGENOUS) LEUKEMIA 

Eight patients with chronic granulocytic leukemia 
(Table 2) were treated with triethylene melamine. All 
patients had been treated previously with roentgen rays, 
urethane, or radioactive phosphorus, with the exception 
of the patient in Case 8. Complete remissions, as evi- 
denced by a fall in white blood ceil counts to normal 
and alleviation of all symptoms, occurred in three cases 
and were maintained for 35 to 107 days. Three patients 
showed improvement clinically and hematologically, 
while two patients were in no way benefited. Slightly 


(150,000 white blood cells) and thrombocytosis (with 8,000,000 
to 12,000,000 platelets per cubic millimeter). The patient was 
given 20 mg. of triethylene melamine over a four-day period. 
Seven days later the platelet count had fallen from 8,000,000 
to 1,000,000. At this time the patient felt better than he had 
in several years and was completely asymptomatic. With further 
maintenance dosage of triethylene melamine, hematologic re- 
lapse of slight degree occurred but was controlled by increasing 
the dose of the drug. The patient was asymptomatic six months 
after beginning therapy and showed normal white blood cell 
counts and only slight elevation of platelet counts. 


Two patients showed complete disappearance of sple- 
nomegaly. One of these patients (Case 1) had received 
x-ray therapy over the spleen with no decrease in splenic 
size. Four months later the spleen was felt 6 finger- 
breadths below the left costal margin. One month after 
triethylene melamine therapy was instituted the spleen 
was palpable one fingerbreadth below the costal margin. 
The patient in Case 8 (Fig. 4) showed complete disap- 
pearance of splenomegaly four months after the start of 
triethylene melamine therapy. Five patients showed no 
reduction in size of the spleen, although the leukocyte 
levels were reduced in three. 

Hematologic Changes.—Within two to three weeks 
after the start of therapy, five patients had rises in the 
red cell counts of from 4.5% to 20.4%. Falls in red cell 
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counts were noted in three patients, two being terminal 
cases. After protracted therapy four patients had higher 
red blood cell counts than at the beginning of treatment. 
A fall in white blood cell count was observed in every 
patient. Dramatic reductions in white cell counts were 
noted in five instances. White cell counts often began to 
fall by the third treatment day, and the lowest leukocyte 
levels following doses of 10 to 30 mg. were observed on 
the 10th to 40th days. One patient (Case 8) was an 
exception and showed a delayed type of response. This 
patient’s course of therapy and response is seen in Fig- 
ure 4. It was not always possible to maintain a normal 
white cell count, as in Cases 3 and 5, in which an excel- 
lent initial response could not be maintained, despite 
continued therapy. The reduction in primitive cells 
always paralleled the fall in total white cell count, and 
only when leukopenic levels were reached did metamy- 
elocytes and myelocytes completely disappear. Five pa- 
tients had no essential change in platelet counts during 
treatment. The severe thrombocytosis in Case 4 was 
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nomegaly, and the differential count of the white cells 
was essentially normal. At the first indication of a drop 
in leukocyte level below 5,000, or in the platelet count 
below 100,000, therapy with triethylene melamine was 
discontinued temporarily, until normal counts were re- 
established. 
ACUTE LEUKEMIA 

Six adult patients with acute leukemia were treated 
with triethylene melamine. Five patients had acute “my- 
elomonocytic” leukemia, and one had the acute granu- 
locytic form. Triethylene melamine was administered in 
doses of 5 mg. daily for a total of 20 to 40 mg. Results 
were consistently poor. A fall in total white cell count 
was often noted, but there was no improvement in the 
severe anemia or thrombocytopenia. Serial bone marrow 
studies were made in several cases. The basic picture of 
unusual marrow cellularity was not changed by therapy. 
Following is a report of the one patient with acute 
lymphocytic leukemia treated with triethylene melamine 
after other treatment had failed. 


Present Status 


Red Blood White Blood Clinieal 
Cells Cells Platelets Spleen Symptoms Comment 
4.00 7,400 400,000 = 0 Taking 2.5 mg. every 2 weeks; has had complete remission 
2.67 26,600 26,600 +++4 Died from tubereulosis and myeloblastie crisis; no response 
‘rr M 
347,200 95,200 ++ ++ T E M given for 86 days then stopped; remission for about 
80 days; died 115 days post-treatment 
3.52 67,000 8,000,000 0 0 Excellent response; dose reduced; white cell count rising 
2 M5 112,000 400,000 +++ _ Initial response but not maintained; x-ray given with a 
fall in white blood cells to normal 
2652 30,350 500,000 +++ ++ Poor response to TE M; x-ray then given; little response 
4.05 14,690 404) 0000 tr Definite clinical and hematological improvement; still re- 
ceiving weekly doses of TEM 
4.45 11,450 500,000 0 0 Receiving TEM, 2.5 my. 2 times a week; elinical and 


hematological remission 


dramatically reduced. Thrombocytopenia developed in 
two patients in myeloblastic crisis during treatment, but 
the fall in platelets was probably part of the course of 
their disease. 


CHRONIC LYMPHOCYTIC LEUKEMIA 

Early in these studies suitable cases of chronic lymph- 
ocytic leukemia were not available. More recently, how- 
ever, we have used triethylene melamine in 10 cases of 
this disease. Good to excellent results were obtained in 
seven patients. In these, the white blood cell counts were 
reduced to normal levels concurrently with striking re- 
ductions in lymph node size and splenic mass. There was 
a rather marked variability in individual response, but, 
~ in the cases showing the most favorable effects, the pa- 
tients became clinically and hematologically normal for 
long periods of time, provided that small doses of the 
drug were given regularly. Treatment was usually begun 
in a dosage of 2.5 mg. every other day for four to six 
doses, after which it was given in the same dosage at 
intervals of 5 to 15 days. The attempt was made in each 
case to maintain the white cell count at levels of between 
6,000 to 10,000 per cubic millimeter. At these levels, 
there was usually no palpable lymphadenopathy or sple- 


This patient was a 2'2-year-old girl who had had several 
previous remissions following “aminopterin” (4-amino folic acid) 
and corticotropin (ACTH) therapy. Because of lack of further 
response to these agents, triethylene melamine was given, in a 
dose of 2.5 mg. At the start of therapy a pronounced enlarge- 
ment of the parotid and submaxillary glands was present. 
Within three days the lymphadenopathy had almost completely 
regressed. Forty-eight hours after the initial dose the white count 
had fallen from 35,200 to 3,700, and on the fifth post-treatment 
day only 130 leukocytes per cubic millimeter were found. In 
20 days the white cell count had returned to normal levels but 
then continued to rise, and lymphadenopathy returned. A dose 
of 1.25 mg. was then given, with no effect, and the patient died 
two months after the initial dose of triethylene melamine. 


COMMENT 


Triethylene melamine appears to be effective in a va- 
riety of malignant disorders of the leukocytic tissues. 
This drug seems more versatile than the other chemo- 
therapeutic agents. For example, nitrogen mustard is ef-’ 
fective in Hodgkin’s disease but only slightly effective in 
the leukemias. Folic acid antagonists are of value only 
in the acute leukemias, especially those of the lympho- 
cytic variety. Urethane is most effective in chronic gran- 
ulocytic leukemia and multiple myeloma. Triethylene 
melamine, however, has well-defined effects in chronic 
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granulocytic leukemia, chronic lymphocytic leukemia, 
Hodgkin’s disease, and in some cases of lymphosarcoma. 

The largest group of patients treated with this material 
had Hodgkin’s disease. The disease in these patients was 
far-advanced and generalized. Like nitrogen mustard, 
triethylene melamine has distinct value in the treatment 
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Fig. 3.—Course during treatment of a man with chronic granulocytic 
leukemia, with an excellent therapeutic result. 


of this late stage of Hodgkin’s disease when radioresis- 
tance has developed or the process has become gener- 
alized, with many systemic symptoms, such as weight 
loss, itching, fever, and night sweats. Improvement in 
constitutional symptoms was noted in almost all patients 
treated, and complete clinical remissions were seen in 
several cases. 

The availability of an oral preparation as potent as 
triethylene melamine represents a great advance in the 
treatment of Hodgkin’s disease. This in itself is the 
greatest advantage that triethylene melamine has over 
nitrogen mustard. The severe gastrointestinal reactions 
seen with nitrogen mustard are a great disadvantage. 
Reactions from triethylene melamine are much less fre- 
quent and far less severe than with mustard therapy. 
The reactions seen with nitrogen mustard have made 
attempts at maintenance therapy almost impossible and 
have made hospitalization necessary. This is usually not 
essential with triethylene melamine therapy. In 1949, 
one of us (W. D.)* reported complete remission rates of 
34.3% with nitrogen mustard therapy in generalized 
Hodgkin’s disease. Remission rates with triethylene mel- 
amine are comparable. Although this group of patients 
is smaller than the series treated with nitrogen mustard, 
complete therapeutic failures seem less frequent with tri- 
ethylene melamine. In addition, the remissions induced 
by triethylene melamine appear to be of longer duration 
than with nitrogen mustard. 

In our earlier studies all patients were given mainte- 
nance therapy in the hope of keeping the process in 
check once an adequate therapeutic response was seen. 
Several patients who were in clinical remission were 
given 2.5 to 5 mg. of the drug at weekly or biweekly 
intervals, and they continued in sustained remission for 
four-month and five-month periods. Although such a 
situation is difficult to evaluate, it is probable that this 
was more than coincidence, since the average patient 
with advanced Hodgkin’s disease does not remain 
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clinically asymptomatic for such extended periods. 
However, several patients undergoing prolonged and 
continuous therapy have shown evidence of well- 
defined marrow hypoplasia and blood cytopenia, notably 
thrombocytopenia. Other patients have had relapses 
while undergoing triethylene melamine therapy, which 
indicates that the drug is by no means as valuable for 
maintenance therapy as we had at first hoped. Chiefly 
because of the development of cytopenia, it appears 
probable that triethylene melamine given continuously 
may be a hazardous method of treatment in most cases 
of Hodgkin’s disease. It is probably best, therefore, to 
give the drug in an initial course of 15 to 20 mg. and 
then in divided doses of 2.5 to 5 mg. This dose appears 
to be optimum in cases of Hodgkin’s disease, lympho- 
sarcoma, and reticulum cell sarcoma. Some effect should 
be noted within a two-week period. If after four weeks 
no beneficial effect has been observed, another 5 to 10 
mg. can be given, providing leukocyte counts and plate- 
let levels are normal. This therapeutic approach is simi- 
lar to the plan of treatment with nitrogen mustard. If 
maintenance therapy is still desired, it should be given 
in doses of 2.5 mg. once weekly or biweekly. At the first 
sign of a well-defined reduction in platelets, triethylene 
melamine should be discontinued. 

Our experience with the use of triethylene melamine 
in lymphosarcoma and reticulum cell sarcoma has been 
limited. Regression of lymphadenopathy in lymphosar- 
coma is often striking, and constitutional symptoms may 
be greatly relieved. In two patients requiring frequent 
thoracentesis, the rapid reaccumulation of pleural fluid 
seemed to be checked with triethylene melamine. One 
patient has been maintained with triethylene melamine 
therapy for 130 days. In these highly malignant diseases, 
although the basic disease process may not be materially 
altered, the rapidity of the process seems to be distinctly 
slowed. 
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Fig. 4.—Course during treatment of a man with chronic granulocytic 
leukemia, showing delayed response. 


Good results were usually obtained in the treatment 
of chronic granulocytic leukemia. Almost all cases are 
well advanced. Control of the proliferative process was 
observed in six cases, with dramatic reductions in white 
blood cell counts, reduction of splenomegaly, alleviation 
of severe constitutional symptoms, and relief of the 
anemia. Remissions were maintained for as long as 107 
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days. In two cases the drug had no effect. Our experience 
with triethylene melamine in previously untreated pa- 
tients has been limited to one patient, in whom a remis- 
sion was induced and maintained. More experience is 
needed as regards the effect of this drug in early cases 
of chronic granulocytic leukemia. We still feel that x-ray 
therapy over splenic fields is the treatment of choice in 
early cases. For maintenance or with the development of 
x-ray resistance, triethylene melamine may be effective. 
Bone marrow depression at the alarming levels seen in 
Hodgkin’s disease was not observed, probably because 
the margin of safety is much greater in these cases with 
very hypercellular marrows and often pathologically 
high platelet counts. Maintenance therapy is completely 
practical, particularly when frequent white blood cell 
counts can be obtained and the dosage regulated either 
by the physician or occasionally, as in one of our cases, 
by the patient himself, who was able to obtain weekly 
white cell counts from a cooperative laboratory. Another 
patient regulated his own dosage by learning to do his 
own white cell counts. 

Early results of triethylene melamine therapy in 
chronic lymphocytic leukemia are highly encouraging. 
Hematologic remissions were observed in two patients 
who had become resistant to x-ray therapy. Reduction 
in white blood cell counts, lymphadenopathy, and 
splenomegaly were noted in most cases. The drug should 
not be used in this disease when platelet counts are 
already distinctly reduced, since it may lower the plate- 
let counts to even more critical levels, with the result that 
hemorrhage may then be added to an already difficult 
situation. 


Results in acute leukemia, especially of the granulocy- 
tic and monocytic variety, have been discouraging. The 
terminal myeloblastic crisis as seen in cases of chronic 
granulocytic leukemia was also not affected by triethy- 
lene melamine. One child with acute lymphocytic leu- 
kemia showed a brief but effective response. Our experi- 
ence with monocytic leukemia of the subacute variety is 
also limited to a single case. This patient had good re- 
sults with continuous therapy, although there was no 
basic change in the peripheral blood or bone marrow. 


Because of the striking myelosuppressive effects of 
triethylene melamine, we were led to use it in polycy- 
themia vera, which is characterized by panmyelosis and 
pancytosis. The early results of therapy have been en- 
couraging. In several patients with thrombocythemia 
with platelet levels often above 5,000,000 and with the 
history of hemorrhagic manifestations and recurrent 
thrombophlebitic episodes, the use of triethylene mela- 
mine has also been very effective. In one patient show- 
ing platelet levels of about 4,500,000, a reduction in 
platelets to 1,000,000 took place after four weeks of 
therapy, with abrupt cessation of the thrombotic epi- 
sodes and a decided subjective improvement. The results 
obtained in such cases are comparable to those obtained 
with radioactive phosphorus and possess the added ad- 
vantage that the patient is not subjected to the possible 
deleterious effects of x-irradiation. 
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SUMMARY AND CONCLUSIONS 

Forty-six patients with leukemia, leukosarcoma and 
related diseases were treated with triethylene melamine, 
a nitrogen mustard-like preparation for oral adminstra- 
tion. The activity of this agent is attributed to its ethyl- 
enimine ring, which is similar to the active hydrolysate 
of nitrogen mustard. Reactions to triethylene melamine 
were for the most part gastrointestinal, with nausea in 
about one-half and vomiting in about one-third of the 
cases. Reactions were usually delayed, appearing about 
eight hours after administration of the drug. Slight to 


moderate depression of hematologic elements, particu- 


larly those of bone marrow origin, was regularly ob- 
served with the dosage given. 

Triethylene melamine is often an effective agent in 
the treatment of generalized and radioresistant cases of 
Hodgkin’s disease. Remissions occurred in 30% of the 
patients treated and lasted for as long as 164 days. The 
drug was given in divided doses of 2.5 to 5 mg. in an 
initial course of 20 to 30 mg. Triethylene melamine ap- 
pears to be as effective as nitrogen mustard in the treat- 
ment of Hodgkin’s disease. Its greatest advantage over 
nitrogen mustard is the fact that it can be given by the 
oral route. There is a decidedly lower incidence of gas- 
trointestinal reactions. When a rapid therapeutic effect 
is required, as in marked mediastinal involvement with 
dyspnea, intravenous administration of nitrogen mus- 
tard is preferable. 

Patients with lymphosarcoma and reticulum cell sar- 
coma have shown temporary improvement with trieth- 
vlene melamine therapy. Marked improvement has been 
noted in cases of chronic granulocytic leukemia, with 
striking reductions in white cell count and diminution 
in splenomegaly. Complete remissions have been main- 
tained for as long as 107 days. Maintenance therapy in 
doses of 2.5 mg. a week is recommended in the treat- 
ment of this disease, once white cell counts have been 
reduced to normal. Early results in chronic lymphocytic 
leukemia indicate that the drug may have its most strik- 
ing effects in this disease. Several patients have been 
maintained for long periods of time in complete clinical 
and hematologic remission. The course of acute leukemia 
in adults was unaltered by triethylene melamine. One 
case of acute lymphocytic leukemia in a child showed 
striking regression of lymphadenopathy. This effect was 
only temporary, the patient eventually succumbing to 
the disease. 

Hypoplasia of the bone marrow was observed with 
long-continued adminstration of triethylene melamine 
in Hodgkin’s disease. Frequent blood cell counts, includ- 
ing estimations of the platelets, are essential when using 
this chemotherapeutic agent. Triethylene melamine ap- 
pears to be a highly active chemotherapeutic agent hav- 
ing a broad spectrum of effectiveness against various 
leukocytic proliferative diseases. In addition, its general 
myelosuppressive activity may make it a valuable agent 
in the treatment of polycythemia vera and thrombocy- 
themia. 
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HEALTH TESTS 


Lester M. Petrie, M.D., C. D. Bowdoin, M.D. 


and 


Christopher J. McLoughlin, M.D., Atlanta 


Since October, 1945, over 1,000,000 residents of 
Georgia have voluntarily taken multiple health tests. The 
most outstanding and valuable feature of Georgia’s vol- 
untary program is the close harmony between the health 
departments and the practicing medical and dental pro- 
fessions. The state and county medical and dental so- 
cieties sponsor the program. Preliminary reports were 
presented in 1946, at the Southern Medical Association 
meeting in Miami,’ and in 1947, at the Forty-Third 
Annual Meeting of the National Tuberculosis Associ- 
ation in San Francisco.’ At first, the program consisted 
principally of tests for tuberculosis and syphilis. In 1946, 
about 40,000 persons received oral and dental examina- 
tions. in addition to other tests. In 1949, the Anthrone 
blood sugar method was found to be adaptable to mass 
screening procedures.* In 1950, blood sugar and hemo- 
globin tests and height and weight determinations were 
added to the battery of tests in the greater Atlanta Survey, 
and the chest roentgenograms were read for cardiovascu- 
lar conditions, malignant disease, and other chest dis- 
eases as well as for tuberculosis. The tests were not con- 
sidered substitutes for complete physical examinations 
but as scientific tests for specific conditions. Various 
other tests have been considered but not included in the 
Georgia program, because of technical or other difficul- 
ties; for example, blood pressure determinations were 
rejected as being medically unsound for persons under 
the mental strain of mass survey psychology. 

From April 4 to June 30, 1950, a total of 235,000 per- 
sons voluntarily reported for testing in the greater At- 
lanta survey. This was the most comprehensive survey, 
not only in the number of persons tested in a short period 
of time but also in the number and variety of tests of- 
fered each person. For this reason, the Atlanta survey is 
reported herewith in some detail. The cost was about 
$1.31 per person tested, the most expensive in our ex- 
perience. Since the time of the Atlanta survey, costs have 
averaged about $1.00 per person, but the dental ex- 
amination and the height and weight determinations have 
been omitted. 

Fourteen testing stations were operated in Atlanta 
during the first part of the testing period; toward the end, 
as few as seven were in operation. A few of the units were 
in permanent locations, but most were of a mobile na- 
ture. Stations were set up in large downtown department 
stores, the lobbies of office buildings, in churches, 
schools, community centers, and in industrial locations. 


From the Georgia Department of Public 
Bowdoin) and the Department of Medicine, 
McLoughlin). 
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Portable units sometimes remained in one place for sev- 
eral weeks; at other times, they were moved daily. Selec- 
tion of conveniently located stations was a “must” in 
mass testing. Each station unit was geared to examine 
from 80 to 100 persons per hour. The staffing of the sta- 
tions did not require constant attendance of a physician. 
Dental examinations were made by a dentist at each sta- 
tion, and nurses and technicians administered the other 
tests. However, all units had professional supervision. 

Mass testing has been referred to as a “scattergun” 
method of case finding; however, “pinpcint” case finding 
was accomplished in the Atlanta survey in one section 
where it was thought that the prevalence of disease would 
be abnormally high.* 

Atlanta has a four block section of densely populated 
negro dwellings and shops that might well be called a 
“casbah.” No empty, available indoor space could be 
found to set up a testing unit in this area; therefore, an 
open air station was established beneath a viaduct that 
runs through the center of the section. Here, a different, 
flamboyant, method of publicity for the program was 
used. In the five weeks in which the station was operated, 
16,000 persons voluntarily submitted to the tests. Later, 
the wisdom of concentrated effort in this neighborhood 
was proved. The tuberculosis rate was 0.83% in the 
“casbah” as compared with 0.77% in the population at 
large. The cardiovascular rate was 1.36% compared with 
1.1% in other sections. The syphilis reactor rate was 
about 33% or four and one-half times as high as in other 
areas. The following information refers to the Atlanta 
survey, except where noted otherwise. 


TUBERCULOSIS 

Seventy millimeter photofluorographic units were used 
for making the initial chest roentgenogram. Persons were 
recalled to a diagnostic center if the initial film was un- 
satisfactory or showed evidence of tuberculosis or other 
chest disease. Further tests were then made, including a 
tuberculin skin test and roentgenogram on a 14 by 17 
in. film when indicated. All films showing suspicious car- 
diovascular changes were reviewed by a board of cardi- 
ologists. Of 213,488 persons tested, tuberculosis was 
diagnosed in 1,648 (0.77% ). Of these, 287 were classi- 
fied as active, 794 as questionably active, and 567 as in- 
active. Among the 1,648 persons who were designated as 
tuberculous, 1,347 (81.5% ) did not know of the pres- 
ence of this condition. In addition, 699 cases were clas- 
sified as suspicious, and 1,738 examinations were not 
completed. 

CARDIOVASCULAR CONDITIONS 

The physicians making the initial readings of the 70 
mm. roentgenograms were requested to be alert for car- 
diovascular abnormalities. All films in which a possible 
abnormality was noted were referred to special cardiac 
consultants for further study. On the recommendation of 
these consultants, nearly 2,400 persons were referred to 
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their private physicians, with a transcript of the pre- 
liminary findings, as having definite or suspected cardio- 
vascular disease. 
OTHER CHEST DISEASES 

The roentgenograms were also studied for chest dis- 
ease other than tuberculous or cardiovascular in nature, 
and 666 persons were referred to their private physi- 
cians. This included 52 cases tentatively diagnosed as 
pneumoconiosis. 


SEROLOGIC TEST FOR SYPHILIS 

For the serologic test for syphilis, all screening speci- 
mens were submitted to the venereal disease research 
laboratory, where the laboratory’s rapid slide flocculation 
test was used. Persons with a positive or weakly positive 
reaction were requested to report to a central diagnostic 
center for further examination. If indicated, a second 
serology specimen was submitted to the state survey 
serology laboratory. These specimens were tested by 
both the venereal disease research laboratory technique 
and the Kahn technique. Both of these tests were sub- 
mitted to physicians in the diagnostic center. Of 228,024 
specimens submitted, 22,348 (9.8% ) gave positive re- 
actions. Of the persons with positive reactions, 2,245 
had new or previously unknown cases of syphilis and 
9,426 were patients with known cases, who resumed 
. treatment; thus, a total of 11,671 patients with syphilis 
were referred for treatment. Of these, 88 cases were 
diagnosed as primary or secondary lesions, 135 were 
diagnosed as cardiovascular syphilis, 1,166 were diag- 
nosed as neurosyphilis, and 483 were diagnosed as con- 
genital syphilis. These figures represent the cases found 
directly by the survey. Contact investigation was integra- 
ted with the syphilis case finding in the survey. Trained 
and experienced communicable disease investigators in- 
terviewed all patients. They interpreted the findings to 
the patients and arranged for treatment, either by private 
physicians or at the Aito Medical Center. All infectious 
or potentially infectious patients were interviewed before 
they were referred for treatment. Investigation of the 
named contacts turned up more than half of the 197 
cases of primary and secondary syphilis that were dis- 
covered. Contact investigation must be an integral part 
of any mass testing in which syphilis case finding is 
inc.uded. 

HEMOGLOBIN 

For hemoglobin determinations, the copper sulfate 
specific gravity test was used. After consultation with the 
advisory committee of the medical association, it was 
decided that men with hemoglobin concentrations below 
11 gm. per 100 cc. and women with concentrations be- 
low 10 gm. per 100 cc. were to be referred to their pri- 
vate physicians for further study. Of 180,128 tests tabu- 
lated, 9,749 (5.4% ) gave abnormal results. 


ORAL AND DENTAL EXAMINATIONS 

The dental examinations included extraoral inspec- 
tion of the head, face, and neck as well as oral examina- 
tion. The examining dentists carefully checked enamel 
dystrophies, the condition of the mucous membranes, 
periodontal diseases, carious conditions, missing teeth, 
replacements, and occlusions. Of the persons examined, 
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21% were referred to a dentist for immediate treatment, 
and another 49.3% were referred for more extensive ex- 
aminations. If possible infection or neoplastic disease 
was found, the patients were referred to a diagnostic 
center, where a specialist in oral diseases made further 
examinations. There were 1,300 persons (0.6% ) who 
were told to report for additional examination. Of the 
708 who reported, 166 had extra oral lesions and 442 
had neoplastic and/or precancerous lesions. Letters of 
referral to be taken to their private physicians and den- 
tists were given to 258 persons. Unfortunately, however, 
few biopsy reports were received. Nine cases were termed 
definitely cancerous. More complete follow-ups would 
probably increase this figure considerably. 


BLOOD SUGAR 

Early in 1949, the late Dr. James Edgar Paullin 
brought to the attention of the state board of health the 
idea that a diabetes detection drive should be incorpo- 
rated into the county-wide voluntary screening pro- 
grams. Tests of urine specimens to determine abnormal- 
ities of sugar metabolism were studied; however, results 
of experimental work performed in the division of in- 
dustrial hygiene laboratory indicated that blood sugar 
determination was the method of choice for the detection 
of abnormal carbohydrate metabolism. Further study 
led to the adoption of the Anthrone method * as the most 
efficient, consistent, and reliable test for blood sugar as 
well as the most suited to our particular problem. The 
basic concepts of this program were presented to the 
medical association and approved. Atlanta conducted 
the first blood sugar screening program on such a large 
scale. It was a pioneering program. As with any new pro- 
gram, and especially one on such a large scale, certain 
technical difficulties were encountered, most of which 
have since been overcome. 

Statistics of the Atlanta survey show that 3.3% of the 
population examined had an abnormally high blood 
sugar level. Confirmatory blood sugar tolerance tests 
were not done on these persons as part of the survey; they 
were referred for confirmatory tests to their own physi- 
cians. Probably, one-third of them would have been 
eliminated as diabetic suspects had confirmatory blood 
sugar tolerance tests been done. It was found that 7% 
of the population were 25% or more overweight. 

Our statistics of subsequent surveys will be broken 
down in terms of color and sex, in 10 year age groups, - 
showing completed b'ood sugar tests, including con- 
firmatory blood sugar tolerance tests when indicated. 
One group of six counties tested in 1951 included 43,543 
persons, of whom 55 were previously known diabetics, 
449 had previously unknown abnormal blood sugar me- 
tabolism, and an additional 169 were classified as border- 
line cases. 

This makes a total detection rate for confirmed or sus- 
pected cases of 1.55% of the total population examined; 
only 8% of these persons stated that they were previously 
known diabetics, although it is our opinion that the ma- 
jority of them could be given the diagnosis of diabetes 
mellitus, if they had adequate medical care. It must be 


5. Multi-Phase Health Program Described, editorial, Fulton County 
M. Soc. Bull. 24: 13 (April 20) 1950. 
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remembered that the screening procedure does not diag- 
nose diabetes nor does it detect known diabetics, who, as 
result of adequate treatment, have normal blood sugar 
levels, unless they volunteer the information that they 
have the disease. It is important to note that in 21% of 
the abnormal and borderline cases, there was no sugar 
in the urine at any time during the glucose tolerance 
test. This apparently confirms the impression that blood 
sugar testing is more effective than urinalysis as a diabetes 
detection screen test. 
COMMENT 

An overwhelming vote of confidence is being given by 
both physicians and laymen to the multiphasic health 
testing surveys in Georgia. All economic and social 
groups greet the program enthusiastically. The 1,000,000 
persons voluntarily tested to date represent more than 
60% of the entire adult population of the areas in which 
the surveys have been conducted. The surveys, however, 
are perhaps only a passing phase that will lead to the 
eventual offering of such tests by the local health depart- 
ments as a routine service to all citizens on a periodic 
basis, perhaps annually or, in special cases, more fre- 
quently. Smillie ° suggested that the diagnostic facilities 
now used in mass health testing should be developed as a 
source to which the physician, with his comprehensive 
knowledge of the whole person, could refer his patient 
but should not be available to the general public, except 
through such referral. We agree that this proposal would 
be the best, if through it, each of the 155 million citizens 
of the United States could have a physical examination; 
however, it is also estimated by Smillie that “900 out of 
1,000 persons tested under multiphasic screening pro- 
grams are not under medical supervision.” This is ap- 
parently supported by our findings that 81.5% of the 
tuberculosis patients found in the Atlanta survey had not 
been previously known to have the disease, and only 8% 
of those suspected of having diabetes in our 1951 surveys 
stated that they knew of their condition. Our screening 
tests swamp the physicians with more applicants from 
this previously unsupervised group than the physicians 
can handle with ease. Many of these applicants are po- 
tential patients, whose screening tests indicate suspicion 
of disease. If the medical profession is going to advocate 
annual examinations, where needed, it should cooperate 
with the public health profession in scientific case finding, 
as has been done in Georgia. The primary responsibility 
for this type of preventive service rests on the practicing 
physicians in cooperation with the health departments. 
Neither can do a good job without the other. 

Surveys were found to be most effective in health edu- 
cation. What was learned, was learned by doing. Educa- 
tion has been defined as “the transmission of knowledge 
from one with authority, to one who is eager to learn, 
who has the ability to understand, and who is motivated 
to a change in action.” Here, there was transmission of 
knowledge from the health department as the administra- 
tive agency, from one with authority, the medical and 
dental professions, and motivated change in action in the 
form of the voluntary application of 1,000,000 persons 
for the tests. No method of health education, other than 
the multiphasic screening survey, has been demonstrated 
that will effectively educate as high a percentage of the 
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previously apathetic and medically unsupervised public. 
Half the adult population of the state has been motivated 
to take the tests. The routine report form sent to each 
person, including the ones whose tests were negative, car- 
ries this message: ‘““We wish to make it plain these tests | 
do not in any way take the place of a physical examina- 
tion by your family physician. We recommend that in the 
interest of good health you should see your family doctor 
at least once a year for a complete physical examination.” 
Large numbers of previously unsupervised persons heed 
this advice and visit their own physicians. 


SUMMARY 

This report is based on voluntary multiple health tests 
that have been performed on more than 1,000,000 per- 
sons in Georgia during the past six years. Almost all these 
persons have been tested by chest roentgenograms and 
by syphilis serology. Over 300,000 persons in the past 
year and a half have been given blood tests for anemia 
and for abnormalities of carbohydrate metabolism. 
Smaller numbers have had oral and dental inspections by 
dentists and height and weight determinations. All evi- 
dence points to the fact that at least in Georgia, with the 
specific tests enumerated here, multiphasic health test 
surveys of more than half the entire adult population of 
the state can be done in a manner mutually profitable and 
acceptable to all. Both patient and physician profit from 
early case finding when the patient is still capable of self- 
support and is not a burden to his family or the state. 

The possibility of successful surveys may still be de- 
bated, but in Georgia they are an accomplished fact. 
Such success would never have been possible in Georgia 
had there not been the background of many years of un- 
derstanding and harmony between the practicing physi- 
cians and their professional brothers in the field of public 
health. In this same spirit of harmony, our medical and 
public health professions propose to continue working to- 
gether toward solutions of our many common and press- 
ing problems. There is no doubt that the multiphasic 
screening surveys are giving both professional and lay 
persons more insight into these problems. 


6. Smillie, W. G.: “‘Multiphasic” Screening Tests, J. A. M. A. 145: 
1254 (April 21) 1951. 


Appendicitis Mortality —Marked progress continues to be made 
in the control of appendicitis mortality. Among the Industrial 
policyholders of the Metropolitan Life Insurance Company, the 
death rate from this cause has been reduced more than 60% 
in the past five years and by 80% in the past decade... . 
The death rate from the disease has dropped to less than 1 per 
100,000 at a number of age groups among both white males 
and white females. The rapid decrease in the death rate from 
appendicitis in recent years is undoubtedly attributable in large 
part to the widespread use of the antibiotics against peritonitis, 
a complication which is responsible for most of the deaths 
charged to appendicitis. General improvement in medical care 
and operative techniques have also played their part in reduc- 
ing the hazard of surgery. It seems likely, too, that with the 
spread of health education an increasing proportion of patients 
seek treatment early, before complications arise. The story of 
appendicitis is a proud chapter in the recent history of Ameri- 
can medicine. Yet there is still room for further improvement. 
In 1950 the disease took well over 3,000 lives in the general 
population of the United States—Appendicitis Death Rate Still 
Decreasing, Statistical Bulletin, Metropolitan Life Insurance 
Company, December, 1951. 
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CLINICAL NOTES 


SPONTANEOUS HEALING OF SICKLE CELL 
ANEMIA ULCER IN PREGNANCY 


Theodore Cornbleet, M.D., Chicago 


Observers long have been aware of the influence of 
pregnancy on various diseases, such as rheumatoid arth- 
ritis and some skin disorders. Costello,! Crawford and 
Leeper,” and Hollander and Vogel * have summed up a 
good deal known about this influence of gestation on 
cutaneous disease. Recently, I showed that diseases of 
the apocrine sweat glands (hidradenitis suppurativa and 
Fox-Fordyce disease) improve spontaneously during 
pregnancy.‘ The ulcers of sickle cell anemia, too, may 
apparently be modified by pregnancy. 

One of the commonest clinical characteristics of sickle 
cell anemia is ulceration of the legs. It tends to be chronic 
and probably results from trauma and the tendency to 
thrombosis in this disease. Either the ulcers or their scars 
are said ° to be present in three out of every four adults 
with sickle cell anemia. They are uncommon in children 
but appear during adolescence. They are found com- 
monly about the ankles and then next most frequently on 
the lower third of the leg anteriorly, unilaterally or bi- 
laterally. There may be only one ulcer or several, with 
some healed by atrophic, glossy, depigmented scars. The 
ulcers may be punched out or shallow with grayish, gran- 
ular bases and scanty discharges, at times of pus. The 
edges are raised, irregular, and hyperpigmented. The le- 
sions are tender. The ulcers heal slowly but later may 
remain indefinitely, in spite of treatment. The lesions 
need to be distinguished from syphilis, ecthyma, ery- 
thema induratum, and tuberculosis colliquativa. 

There is disagreement about the effects of sickle cell 
anemia on pregnancy. Abortion is said to be usual, if 
conception takes place at all.° The anemia, too, is made 
worse by pregnancy.’ Anderson and Busby,* cited by 
Greenhill, reviewed the literature and found 33 reported 
cases in which there was a total of 73 pregnancies. The 
maternal death rate was 21%, and abortions totaled 
19.1%. Fifty of the 59 viable infants remained alive. In 
contrast to this, in Anderson and Busby’s 11 cases the 
women all survived. They concluded that pregnancy does 
not necessarily augur a poor prognosis in the presence of 
sickle cell anemia. Probably nutrition, the kind of ante- 
partum and postpartum care, and other factors are 
decisive in the outcome. Edington '’ reports the autopsy 
findings in two cases of sudden death in African prima- 
gravidas. The findings were strikingly similar and proba- 
bly were predetermined by environment and other 
factors. 

Because of the difference of opinion on the influence 
of pregnancy on the health of the subject with sickle cell 
anemia, it seems desirable to report observations on one 
of my patients. 

REPORT OF A CASE 
R. B., a Negro woman, 20, was observed because of ulceration 


of the ankle. She showed a number of old scars on the legs, 
representing healed ulcers. The ulcer had raised, irregular edges 
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and a granular, grayish base exuding a seropus with a somewhat 
offensive odor. The lesion was about 6 cm. in diameter and at 
places 0.5 cm. deep. There was tenderness and some pain. The 
leg showed no varicosities. With numerous systemic and local 
measures, there was little progress toward healing during two 
and a half years. Rest in bed and aureomycin ointment did the 
most, but even so there was no substantia! progress. 

With sponge dressings healing began to take place rapidly. 
Then it was discovered that the patient was pregnant—her first 
time—whereupon all treatment for the ulcer was discontinued, 
but improvement continued until it healed completely. There 
was nothing noteworthy about the pregnancy except that there 
were no crises. Prior to pregnancy she had crises with abdominal 
pain, rapid depression of hemoglobin and erythrocytes and with 
exhaustion and collapse at intervals of four to six months. She 
went to term, and parturition was uncomplicated, with rapid 
restoration to her prepregnant state. Despite the high point of 
her hemoglobin and red cell count—74% and 3,800,000—the 
ulcer was beginning to reappear at its same site three months 
after delivery of a baby boy. Despite diligent care, the ulcer was 
soon of its previous size. During pregnancy and the healing of 
the ulcer, there was no change in the sickling capacity of the red 
cells. Other laboratory data were not noteworthy. 


Healed sickle cell anemia ulcer during pregnancy. 


COMMENT 

Judging by this patient’s experience, one would have 
to agree with Anderson and Busby that sickle cell anemia 
is not the dire threat in pregnancy that others have found 
it. Nevertheless, obstetricians would recommend the ex- 
treme precautions against complications taken in the 
case reported herein. The patient had close prenatal ob- 
servation and every care in the delivery room as well as 
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postpartum. Modern obstetrical care and good nutrition 
unquestionably contributed to the good result. 

There was no change in the sickling trait during preg- 
nancy to explain the healing of the ulcer. The hemoglo- 
bin and cell count were both improved, however, which 
may explain the healing. However, both had not changed 
materially at the time the scar broke down again, three 
months postpartum. 


1819 W. Polk St. 


PRIMARY ENTEROCOCCIC (STREPTOCOCCUS 
FAECALIS) MENINGITIS 


CURE EFFECTED WITH COMBINED PENICILLIN 
AND STREPTOMYCIN THERAPY 


A. Allen Goldbloom, M.D. 
Martin L. Goldfarb, M.D. 
and 


Milten Schlachman, M.D., New York 


The enterococci comprise a group of hemolytic and 
nonhemolytic streptococci which are members of the 
nonpathogenic Lancefield group D. These organisms 
are usually saprophytic inhabitants of the gastrointesti- 
nal tract. They have, however, been found in many 
human diseases, such as endocarditis, intestinal infec- 
tions, abdominal infections due to injury of the intestinal 
tract, infections of war wounds, and infections of the 
urinary tract. Occasionally they cause acute suppurative 
otitis media in children. Indeed, enterococci are more 
frequently isolated from clinical sources other than the 
respiratory tract, than any other Streptococcus. 

Enterococci are a rare source of acute purulent men- 
ingitis. The majority of reported cases are secondary to 
a known focus of infection. We have been able to collect 
only five cases of primary enterococcic meningitis from 
the literature. It is the purpose of this communication 
to add a sixth case of primary enterococcic meningitis, 
to discuss the treatment of this disease, and briefly to 
review the literature. 


REPORT OF A CASE 


G. B., a 17-year-old white boy, was admitted to the hospital 
on Feb. 4, 1951. Being irrational, the patient was unable to give 
his own history. His mother stated that on the morning of ad- 
mission the patient complained of persistent headaches and that 
he vomited several times. For two days prior to admission the 
patient had had a nonproductive cough. There had been no pre- 
vious cough, chest pain, or hemoptysis. The past history was 
noncontributory. 

Physical examination revealed a lethargic boy who thrashed 
about and resisted every effort to examine him. The temperature 
was 101 F, pulse rate 60, blood pressure 120/60, and respira- 
tions 28. The pupils were round, regular, and equal and reacted 
to light. The fundi could not be visualized because of the pa- 
tient’s resistance, nor could accommodation be tested. The ears, 
nose, and throat appeared normal. The pharynx could not be 
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visualized because of lack of cooperation. There was marked 
nuchal rigidity of the neck and slight tender right anterior 
adenopathy. There was no cardiac enlargement. A systolic mur- 
mur was heard throughout the precordium, loudest at the apex. 
Regular sinus rhythm was present. The lungs were clear to per- 
cussion and auscultation. The abdomen was soft. There was no 
tenderness, and no organ edges or masses were palpable. Brud- 
zinski and Kernig signs were positive. There was no Babinski 
sign. Deep tendon reflexes were normally active throughout. 
There were no skin rashes nor petechiae. 

Laboratory Data.—A spinal tap was performed immediately 
on admission. Dynamics could not be evaluated because of 
the patient’s resistance. The fluid obtained was turbid and con- 
tained 16,000 white cells per cubic millimeter; 50% were poly- 
morphonuclear leukocytes and 50% were round cells and were 
presumed to be lymphocytes. No organisms were noted on the 
stained smear (Gram stain). The blood chemistry showed fasting 
blood sugar 137 mg. per 100 cc., urea nitrogen 9.3 mg. per 100 
cc., and a negative Wassermann reaction. A chest x-ray showed 
increased hilar markings with increased markings extending to 
both bases. The electrocardiogram showed normal sinus rhythm. 

Clinical Course.—A Clinical diagnosis of meningococcic men- 
ingitis was made, and treatment with aqueous penicillin, 200,000 
units every two hours, and sodium sulfadiazine, 5 gm. in 500 
cc. of sixth-molar lactate intravenously daily, was immediately 
started. On this regimen of daily intravenous sulfadiazine and 
2,400,000 units of penicillin, there was slight improvement 
clinically. On the fourth hospita! day the sulfadiazine dosage 
was changed to 1 gm. orally every four hours. His fever and 
meningeal signs persisted. A second lumbar puncture on the 
fifth hospital day revealed an initial pressure of 300 mm. of 
water, and clear fluid which contained 450 white blood cells 
per cubic millimeter, consisting of both polymorphonuclear 
leukocytes and lymphocytes. On the sixth hospital day the pa- 
tient’s condition deteriorated as evident by severe headache and 
marked meningeal signs. On the eighth hospital day the peni- 
cillin was increased to 400,000 units every two hours. The fol- 
lowing day slight symptomatic improvement was noticed despite 
the persistence of fever. On the 10th hospital day, however, the 
patient again had excruciating headache. Physical examination 
at this time revealed the persistence of slight nuchal rigidity, 
bilateral Kernig sign, and persistent fever, with no papilledema. 

Because of the poor therapeutic response, the original diag- 
nosis of meningococcic meningitis was abandoned. On the 10th 
hospital day a spinal tap revealed an initial pressure of 160 mm. 
of water, with rapid rise to 320 mm. under jugular pressure and 
a rapid fall on release. A clear fluid with 900 white cells per 
cubic millimeter, all lymphocytes, was obtained. No organisms 
were seen on smear. On the 11th hospital day 3 gm. of strepto- 
mycin given intramuscularly was added to the above therapeutic 
regimen. On the 12th hospital day penicillin, 12,000,000 units 
daily, was administered. 

The above spinal fluid cultures were reported as showing 
Enterococcus (Streptococcus faecalis), insensitive to penicillin, 
aureomycin, and chloramphenicol, but sensitive to streptomy- 
cin. From the time that 12 million units of penicillin and 3 gm. 
of streptomycin were administered daily, the patient promptly 
became afebrile and showed rapid clinical improvement. The 
patient was discharged cured. Unfortunately follow-up lumbar 
puncture was refused. 

COMMENT 

We have collected 26 cases of enterococcic (Strepto- 
coccus faecalis) meningitis from the literature. Five of 
these are examples of acute primary enterococcic men- 
ingitis with no known focus of infection; three cases 
reported are incomplete as to the presence or absence 
of a portal of entry and are hence considered question- 
able. Seventeen cases have been reported in the literature 
as examp!es of enterococcic meningitis secondary to a 
known focus of infection; two cases secondary to tonsil- 
lar infection; three cases produced by lumbar punc- 
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ture; six cases resulting from otitis media; two cases 
produced by bronchopulmonary infection; three cases 
following gastrointestinal tract infection; and one case 
following puerperal sepsis. One case, reported as sec- 
ondary in origin, listed no primary focus. Thus entero- 
coccic meningitis is an unusual disease which is, in the 
majority of recorded cases, secondary to a definite puru- 
lent focus or to introduction of the organism into the 
spinal fluid during.a lumbar puncture. 

As in other enterococcic infections, the treatment of 
enterococcic meningitis poses a formidable challenge, 
since the organism is usually resistant to sulfadiazine, 
penicillin, and streptomycin. Experience with subacute 
bacterial endocarditis due to Enterococcus has shown 
that the treatment of choice consists of massive doses of 
penicillin combined with streptomycin. Our case dem- 
onstrated that the same principle applies to the therapy 
of enterococcic meningitis. 

Initially a clinical diagnosis of meningococcic menin- 
gitis was made; treatment naturally was oriented toward 
the use of sulfadiazine combined with fairly large 
doses of penicillin. When lack of response to sulfadiazine 
and increasing doses of penicillin was noticed, the origi- 
nal diagnosis of meningococcic meningitis became unten- 
able. Streptomycin and massive doses of penicillin were 
employed to combat the as yet unknown organism, with 
clinical recovery. Spinal fluid cultures revealed the pres- 
ence of Enterococcus (Streptococcus faecalis) prior to 
therapy and during the initial inadequate therapy, sensi- 
tive in vitro only to streptomycin. 

The data on the newer antibiotics are as yet too 
meager to permit one to determine their place in the 
treatment of enterococcic meningitis, although in two 
cases the disease responded to aureomycin. 


SUMMARY 

The sixth case of primary enterococcic (Streptococ- 
cus faecalis) meningitis is reported. The patient was 
cured with combined streptomycin and massive doses of 
penicillin. It is recommended that any patient with men- 
ingitis not responding to ordinary therapy be given a 
trial of such combined therapy of the order of 12 million 
units of penicillin and of 3 gm. of streptomycin daily, 
since the disease may be due to an unsual organism, as 
herein mentioned. 


2 E. 95th St. (28) (Dr. Goldbloom). 


Medical Teachers.—By a curious distortion of values capacity 
for teaching is more likely to be a handicap than a help to a 
young person who aspires to be a good clinical teacher. Perhaps 
this paradox results from failure to take seriously the main re- 
sponsibility of a clinical chief, which is teaching. As medical 
teachers are chosen today with the eye asquint upon volume 
(and not necessarily quality) of published papers, it is acci- 
dental if superior talent for teaching adorns the odd assortment 
of characteristics demanded of medical department heads. No 
one has dared confront the curriculum head on and align it 
with the vast and incomprehensible array of new facts not yet 
codified in any sensible order. Always it is add another appen- 
dage. Unless a revival of integration permits wholesale prun- 
ing and sensible grafting, the academic tree, overburdened with 
miscellaneous fruit, will fall of its own weight and spoil the 
harvest—W. B. Bean, M.D., A Testament of Duty: Some 
Strictures on Moral Responsibilities in Clinical Research, Jour- 
nal of Laboratory and Clinical Medicine, January, 1952. 
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COUNCIL ON PHARMACY 
AND CHEMISTRY 


REPORT TO THE COUNCIL 


The Council has authorized publication of the following re- 
port from its Committee on Research. 


Ropert T. M.D., Secretary. 


The Committee on Research, through its Subcommittee on 
Steroids and Cancer, is sponsoring a collaborative study on 
steroids and mammary cancer. Reports summarizing this work 
have been published (Estrogens and Androgens in Mammary 
Cancer, Report to the Council on Pharmacy and Chemistry, 
J. A. M. A. 140:/2/4 [Aug. 13] 1949. Proceedings of the First 
Conference on Steroid Hormones and Mammary Cancer, Chi- 
cago, A. M. A. [April] 1949. Current Status of Hormone 
Therapy of Advanced Mammary Cancer, Report to the Council 
on Pharmacy and Chemistry, J, A. M. A. 146:47] [June 2) 1951). 

In the following report, the conclusions expressed are those 
of the authors and final conclusions of the Subcommittee must 
await evaluation of the studies now in progress. 


Paur L. M.D., Secretary. 


MINERAL AND PROTEIN METABOLISM IN 
OSTEOLYTIC METASTASES 


Daniel Laszlo, M.D., Cyril A. Schulman, M.D., 
Judith Bellin, M.S., Estelle D. Gottesman, B.S., 
and 

Albert Schilling, M.D., New York 


In recent years, considerable progress has been made in the 
early diagnosis and management of cancer. Experimental data 
have been accumulated on the effects of hormone and chemo- 
therapeutic agents which may prevent or possibly retard tumor 
growth in human beings and animals. To judge whether such 
agents have prevented tumor development or inhibited its rate 
of growth, careful standardization of experimental conditions 
is essential. 

Standardization of experimental conditions in human neo- 
plasms is difficult. A more thorough knowledge of the spon- 
taneously occurring variations in the course of the disease is 
of paramount importance. The beneficial effects of therapeutic 
agents and their mode of action, as well as the mechanism of 
toxic side-reactions can be established only by assessing the 
range of variations in the natural course of the disease. 


The skeletal system in man is frequently affected by cancer, 
resulting in major complaints and disability. Freid and Gold- 
berg! found osseous metastases in 75% of patients with meta- 
Static breast carcinoma. Garland and co-workers? state that 
skeletal metastases occur in a high percentage of cases of ad- 
vanced mammary cancer and may constitute the leading source 
of distress and disability from that disease since pain, immobili- 
zation, fractures, severe anemia, and hypercalcemia may accom- 
pany skeletal involvement. 

Standardization and evaluation of spontaneous variations in 
human disease have been achieved most successfully under the 
controlled conditions of a metabolic study. In diseases involving 


From the Division of Neoplastic Diseases, Montefiore Hospital. 

This project has been supported in part by a grant from the American 
Cancer Society and by a grant from the National Cancer Institute of 
the National Institutes of Health, U. S. Public Health Service. 

1. Freid, J. R., and Goldberg, H.: Treatment of Metastases from Can- 
cer of the Breast, Am. J. Roentgenol. 63: 312 (March) 1950. 

2. Garland, L. H.; Baker, M.; Picard, W. H., Jr., and Sisson, M. A.: 
The Comparative Effectiveness of Roentgen and Steroid Hormone Therapy 
in Mammary Cancer Metastatic to Bone, Report to the Council on Phar- 
macy and Chemistry, J. A. M. A. 144: 997 (Nov. 18) 1950, 


52 


1028 OSTEOLYTIC METASTASES—LASZLO ET AL. 


the skeletal system, studies of calcium, phosphorus, and nitrogen 
metabolism have been helpful in defining the nature of the dis- 
ease process and in evaluating the effect of therapy. Such studies 
have demonstrated that immobilization of normal human sub- 
jects results in protein and mineral catabolism.* Similar effects 
were seen following traumatic fracture.4 The negative mineral 
balance in osteoporosis has been studied and the anabolic effects 
of androgen and estrogen demonstrated. 

It would be expected that similar studies of patients with skele- 
tal metastases could also serve as a controlled experiment. Data 
obtained in such studies could be compared with those found 
in benign bone diseases, and the specificity of therapy investi- 
gated. This line of investigation was further stimulated by the 
advent of palliative hormonal therapy for metastatic malig- 
nancies, which furnished a great deal of primarily clinical data. 

The Committee on Research of the American Medical Asso- 
ciation has undertaken to coordinate these investigations,’ and 
data have been obtained on several hundred cases of breast 
cancer which were treated with varying doses of androgen and 
estrogen. In the course of these cooperative studies a number 
of important questions were raised, several answered, and a few 
left in abeyance. It is hoped that investigations such as this one 
will aid in clarifying a few of these points. 
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Fig. 1.—Schematic representation of the histories on nine patients with 
breast carcinoma from the time of diagnosis until death. Case 1 had 
visceral metastases but no bone involvement; the other patients all had 
extensive osteolytic metastases. 


There are a few reports in the literature on the effects of 
cancer upon metabolism of bone. Albright and Reifenstein 7 
investigated a case of hypernephroma with bone metastases in 
which the chemical and metabolic findings were similar to those 
of hyperparathyroidism. Kennedy, Tibbetts, Nathanson and 
Aub * have reported a metabolic investigation of patients with 
advanced carcinoma of the breast. Aub, Tibbetts, and Nathan- 
son * investigated the metabolism of patients with prostatic 
carcinoma. Members of this study group have presented pre- 
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liminary reports on the metabolic characteristics of metastatic 
breast and prostatic carcinoma.!° 

This report deals with the clinical and metabolic behavior 
of skeletal cancer involvement in man. Its aim is to group the 
malignant bone diseases into organic units; to analyze the in- 
fluence of these progressive diseases upon metabolism; to study 
the spontaneous fluctuations, the progress, and complications 
of these diseases and, based on this data, to attempt to evaluate 
therapeutic agents. 


METABOLIC STUDIES OF OSTEOLYTIC METASTASES 

Eight patients with extensive osteolytic metastases secondary 
to breast carcinoma were studied. A ninth patient with meta- 
static breast carcinoma and no demonstrable bone involvement 
was included in the series as control. 

The cancer histories of the patients are represented in figure 1. 
The diagnoses were established histologically and the clinical 
course was closely followed by frequent routine laboratory tests 
and serial roentgenograms. 

The duration of metabolic studies in this series ranged from 
6 to 155 days and averaged 50.3 days. The metabolic routine 
was similar to that described by Reifenstein, Albright, and 
Wells.'! The patients were given a low calcium diet, approxi- 
mately 0.15 gm. of calcium and 0.6 gm. of phosphorus per day. 
The caloric requirements of each patient were considered. The 
actual calcium, phosphorus, and nitrogen content of the food 
was determined by chemical analysis of dietary aliquots every 
six days. Urine and stools were collected daily and analyzed 
for calcium, phosphorus, and nitrogen. The balances were de- 
termined for each six day period by comparing the intake and 
the total excretion. 

As a control for the patients with osteolytic metastases, the 
ninth patient, case 1, was included in the series as a patient 
without demonstrable bone involvement. When she was 44 years 
of age, this patient underwent a left radical mastectomy and 
postoperative radiotherapy for anaplastic carcinoma of the breast 
with axillary metastases. Spontaneous menopause occurred 19 
months later. She remained well for two years, and then axillary 
nodes were noted and a right pleural effusion yielded tumor 
cells. Roentgenograms indicated pulmonary and pleural metas- 
tases, but no bone changes were apparent. Metabolic studies 
were performed for three periods of six days each; two control 
periods followed by a period during which calcium gluconate 
was administered orally to bring the daily calcium intake to 
0.555 gm. The data are summarized in table 1. The patient was 
in a state of positive nitrogen balance throughout the period 
of study. The urinary calcium excretion was within normal 
limits and the calcium balance close to equilibrium, even on a 
low calcium intake. When the calcium intake was increased 
in the third period, bringing the dietary calcium-phosphorus 
ratio to the “physiologic” range of 1:1, the urinary calcium ex- 
cretion remained the same. The fecal calcium increased, but 
to less than the increment in intake, resulting in positive calcium 
balance. During the period of calcium gluconate supplementa- 
tion, the urinary phosphorus decreased, the fecal phosphorus 
increased, and the balance was less positive than in the preced- 
ing control periods. The significance of the theoretical and un- 
accounted phosphorus balance will be discussed later. This pa- 
tient, who did not have bone involvement, exhibited normal 
calcium balance with positive nitrogen and phosphorus balances. 


EFFECT OF OSTEOLYTIC METASTASES ON METABOLISM 

In contrast to the normal mineral metabolism of a patient 
without bone metastases is the mineral catabolism seen in the 
patients with osteolytic metastases. Figure 2 illustrates a case 
of breast carcinoma with extensive metastases. The patient, case 
2, a 48-year-old single woman, had three years previously 
undergone a left radical mastectomy followed by radiotherapy 
for infiltrating duct carcinoma with axillary metastases. Bone 
metastases were first noted one year later. Testosterone therapy 
was then given resulting in a cessation of menses and temporary 
symptomatic improvement. However, later in the course of 
therapy, the symptoms became more acute, hypercalcemia de- 
veloped, and roentgenograms revealed progression of extensive 
osteolytic metastases. After testosterone was discontinued, the 
symptoms disappeared, but they later recurred as did the hyper- 
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calcemia. Radiotherapy was administered to the pelvis with 
partial relief of pain, but the hypercalcemia persisted. At the 
time of the metabolic studies, the patient had not received 
hormonal therapy for 18 months or radiotherapy for six months. 
Figure 2 illustrates that in spite of a moderately positive nitro- 
gen balance, the calcium and phosphorus balances are negative. 
The negativity of the calcium balance is accounted for mainly 
by the hypercalcinuria that averages 0.395 gm. per day. 

Table 2 summarizes the data of 30 metabolic periods in nine 
patients. It is then subdivided into two groups: (1) 12 periods for 
three patients (cases 1, 8, and 9) who exhibited normal urinary 
excretion, and (2) 18 periods for the other six who were hyper- 
calcinuric (urinary calcium excretion exceeding 0.15 gm. per 
day). 

The nitrogen balances ranged from 3 gm. retained to 2 gm. 
lost and averaged 0.403 gm. retained per day. This indicates 
that even advanced breast cancer patients with extensive metas- 
tases can be maintained in a state of protein balance. 

The average nitrogen balances of the normal calcinuria group 
and of the hypercalcinuria group did not differ significantly. 
There are, however, major differences in the calcium and phos- 
phorus metabolism of the two groups. 
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averaged 0.354 gm. per day. The fecal calcium excretion was 
elevated to a lesser degree, averaging 0.21 gm. per day. This 
was greater than the calcium intake, indicating that endogenous 
calcium is also excreted by the bowel. The phosphorus excretion 
in this group was greater than in normal subjects and resulted. 
in negative phosphorus balance. Most of the excess phosphorus 
was excreted in the urine, resulting in hyperphosphaturia. The 
significance of the unaccounted phosphorus retention will be 
discussed subsequently. 

The data derived from the hypercalcinuric group indicate that 
marked osteolysis is characterized metabolically by excessive 
urinary calcium excretion, inversion of the urinary-to-fecal 
calcium ratio, negative calcium and phosphorus balance, and 
hyperphosphaturia. When the degree of osteolysis and negative 
mineral balances becomes excessive, hypercalcemia ensues. The 
mechanism of hypercalcemia in patients with osteolysis will be 
discussed later. 

It is apparent that the difference in the calcium and phos- 
phorus balances between the two groups was caused mainly by 
the increment in urinary calcium and phosphorus. Evaluating 
this increment, an increase of 0.32 gm. in urinary calcium ex- 
cretion and an increase of 0.154 gm. in urinary phosphorus is 


TaBLE 1.—Nitrogen, Calcium, and Phosphorus Balances in an Untreated Patient with Breast Carcinoma, 
Visceral Metastases, But No Bone Involvement 


Phosphorus, Mg./ bats Hr. 


Balance 

Urine Nitrogen, Mg./24 Hr. Calcium, Me. /24 Hr. me Unae- 

No. Wt., (Vol), Theo- counted 
Period Days Kg. MI./24 Hr, Intake Urine Stool Balance’ Intake Urine “Stool Balance Intake Urine Stool Actual _ retical for 
1* 6 53.9 866 8,300 5,366 833 +2,101 131 31 125 — 25 651 219 638 +364 +129 +235 
2* 6 56.1 1,160 6,733 4,433 350 +1,950 153 49 127 — 23 665 234 80 +351 +119 +232 
Average 717 4,900 592 +2,025 142 40 126 — 24 658 237 74 +357 +124 +233 
3 6 55.4 1,179 5,01g 4,133 533 + 350 555 42 239 +274 508 142 133 +233 +47 +114 


peroi 


TABLE 2.—Average Metabolic Data of Nine Patients with Breast Cancer on a Low Calcium Diet Who Received No Treatment 


* The patient (case 1) received a low calcium diet in periods 1 and 2, which was supplemented by oral administration of calcium gluconate in 
d 3. 


Mg./Day, 

Case Periods 


Phosphorus, Mg./Day 


Calcium, Mg./Day Un- 

A— accounted 
Urine Stool Balance Urine Stool Balance for 
226 196 —294 324 176 — ll + 96 
34 175 — 91 231 1M +101 +121 
354 210 —428 385 185 — + &2 


* These patients exhibited normal calcein 


+ These patients were hypercalcinuric caleeee ealeiim excretion exceeding 150 mg. per day). 


The normal calcinuria group on a low calcium diet exhibited 
a calcium balance that was slightly negative. As in normal sub- 
jects, most of the calcium was excreted through the bowel. The 
urinary calcium excretion averaged 34 mg. per day, which is 
at the lowest limit of normal. The phosphorus balances of this 
group were slightly positive, with most of the phosphorus being 
excreted in the urine. 

The normal calcinuria data are derived from three patients. 
One patient did not have osseous metastases (case 1). The other 
two patients (cases 8 and 9) had extensive osteolytic metastases. 
Both of these patients had suffered from previous bouts of hyper- 
calcemia from which they recovered. In this phase, they ex- 
hibited normal serum calcium values and normal calcium and 
phosphorus balances. They later exhibited hypercalcinuria, nega- 
tive calcium and phosphorus balances, hypercalcemia, and 
hyperphosphaturia. They illustrate that patients with extensive 
osteolytic metastases may exhibit, metabolically as well as clini- 
cally, a fluctuating course of remission and exacerbation. The 
disease progresses in waves of osteolysis and attempt at repair. 
This will be described later in more detail.'? 

The other six patients had extensive osteolytic metastases. 
All were hypercalcinuric and three were hypercalcemic in this 
phase. In spite of negative calcium and phosphorus balances, 
the average nitrogen balance was positive. The calcium balance 
was negative, averaging -0.428 gm. per day. Hypercalcinuria 


found between the two groups. This ratio of urinary calcium 
to phosphorus increment is 2.1:1, which closely approximates 
the ratio of calcium to phosphorus present in bone. This indi- 
cates that in osteolytic metastases the excess calcium and phos- 
phorus resulting from bone breakdown is excreted mainly in the 
urine. 
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RELATIONSHIP OF SERUM CALCIUM TO URINARY CALCIUM 

It has just been demonstrated that active osteolysis is char- 
acterized by hypercalcinuria and hyperphosphaturia with the 
excess urinary calcium and phosphorus present in the ratio cor- 
responding to the mineral content of bone. Since there is in- 
creased excretion of minerals, a comparison of the serum and 
urinary levels of calcium and phosphorus in these patients is 
indicated. 

Figure 3 illustrates the urinary calcium excretions and the 
serum calcium levels of the nine patients during metabolic 
study. A close relationship is evident between the fluctuations 
of urinary calcium and serum calcium levels. Major fluctuations 
in urinary calcium excretion are accompanied by signs and 
symptoms of critical progression or temporary improvement of 
the patient. 

The eight patients with osteolytic metastases (cases 2 to 9) 
all exhibited hypercalcinuria in excess of 0.15 gm. per day. 
However, two of these patients (cases 8 and 9) temporarily ex- 
creted normal amounts of urinary calcium and even values as 
low as 20 mg. per day, indicating periods of bone repair. 

Analysis of the data indicates that the kidneys are able to 
clear considerable amounts of calcium and thus prevent the 
occurrence of hypercalcemia. The highest urinary calcium ex- 
cretion occurring with normal serum calcium levels was 0.643 
gm. per day. When the serum calcium levels were normal, the 
urinary calcium excretion averaged 217 = 34 mg. per day. 
When the serum calcium was elevated above 12 mg. per 100 
ce., the calcinuria averaged 614 + 29 mg. per day. The differ- 
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vascular Research Group. These studies are now in progress 
and will be reported in a future paper. The data at hand indi- 
cate that hypercalcemia resulting from osteolytic metastases 
is not caused by a primary renal impairment, but that the renal 
dysfunction is secondary to prolonged hypercalcinuria and 
hypercalcemia. In the earliest stages of hypercalcemia, normal 
glomerular and tubular function has been observed. However, 
maintained hypercalcemia and hypercalcinuria soon result in 
renal impairment. It is noteworthy that, in spite of renal im- 
pairment secondary to hypercalcemia, the kidneys continue to 
excrete large amounts of calcium and phosphorus as long as the 
osteolysis continues. 

The sequence of events of hypercalcemia secondary to osteo- 
lytic metastases appears to be: (1) excessive bone breakdown, 
(2) mobilization of calcium and phosphorus, (3) hypercalcinuria 
and hyperphosphaturia, (4) hypercalcemia, and (5) renal im- 
pairment. 

The process may be reversible if the primary condition of 
bone catabolism is brought under control. 


EFFECT OF INCREASED CALCIUM INTAKE ON METABOLISM 
OF OSTEOLYTIC METASTASES 


The data already presented indicate that in osteolytic metas- 
tases there is a loss of minerals which are excreted mainly 
through the kidneys. It has also been noted that, in osteolysis, 
the fecal excretion of calcium exceeds the intake, indicating 
an excretion through the bowel of endogenous calcium from 
bone catabolism. Metabolic methods alone cannot determine 


TABLE 3.—Average Metabolic Data of Five Patients with Breast Carcinoma on a Low Calcium Diet 
Supplemented with Calcium Gluconate 


Phosphorus, Mg. Day 


Nitrogen, Calcium, Mg. Day Un- 
Case Mg. Day, accounted 
Intake * No. Periods Balance Urine Stool Balance Urine Stool Balance for 
Low ealeium . 3, 6, 8 14 + 1,306 144 195 —247 182 +97 +383 
‘ 1, 3, 5, 6, 8 1 + 417 211 457 — 292 275 —5d —46 
* Intake of calcium from the low cal ium diet was approximately 150 mg. per day. Supplementation of calcium gluconate given orally raised the tota) 
calcium intake to approximately 600 mz. per day. 


ence of these means is statistically significant. In every instance 
of hypercalcemia, the urinary calcium excretion was higher than 
0.35 gm. per day. Thus, although hypercalcinuria was consistent 
with normal serum calcium values in some instances, hyper- 
calcemia was always accompanied by hypercalcinuria. 

Consistent correlation was not noted between serum phos- 
phorus level and urinary phosphorus excretion. Likewise, con- 
sistent correlation was not noted between serum phosphorus 
and serum calcium values. 


MECHANISM OF HYPERCALCEMIA SECONDARY TO OSTEOLYTIC 
METASTASES AND ITS EFFECT ON RENAL FUNCTION 


In a previous report,'® the incidence of spontaneously occur- 
ring hypercalcemia in patients with osteolytic breast carcinoma 
was reported to be 14%. In another report,'+ hypercalcemia 
incuced by hormonal therapy in several types of malignancy 
was described. The importance of early recognition and prompt 
therapy of the hypercalcemic crisis with its attendant syndrome 
of nausea, pernicious vomiting, lethargy, coma, oliguria, and 
anuria has been stressed. The association of hypercalcemia 
and renal damage has been noted, but their relationship has 
not been defined. 

Hypercalcemia in patients with osteolysis has been observed 
during metabolic studies (fig. 2).'2 Renal clearance studies are 
being performed in collaboration with Dr. Louis Leiter’s Cardio- 
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how much of the fecal content is composed of unabsorbed 
dietary calcium and how much represents endogenous excre- 
tion. However, some information was obtained on the utiliza- 
tion of exogenous calcium by feeding the patients additional 
calcium. Calculation of turnover rates of isotopic calcium and 
phosphorus is planned to elucidate this problem. 

It is evident that a low calcium diet containing 0.15 gm. of 
calcium per day is insufficient to replace the calcium lost by 
osteolysis. This situation is further aggravated by an “unphysio- 
logic” calcium-phosphorus ratio of 1:4 in the diet, with a rela- 
tive preponderance of phosphorus. Therefore, after control 
periods on a low calcium diet, the intake of five patients was 
supplemented with calcium gluconate to increase the calcium 
intake to approximately 0.6 gm. per day, bringing the calcium- 
phosphorus ratio to 1:1. The results are summarized in table 3. 

Increasing the calcium intake did not change the urinary cal- 
cium excretion significantly. The fecal calcium increased under 
the higher intake, but to less than the increment in intake, re- 
sulting in an improvement of the calcium balance. Analysis of 
the data indicates that the calcium balance was improved by 
0.166 gm. per day. This represents 38% utilization of the cal- 
cium added to the intake. This percentage of utilization is sim- 
ilar to that reported in normal persons for calcium gluconate, 
calcium citrate, and the calcium in milk.'° Therefore, the ab- 
sorption of calcium through the intestinal tract appears to be 
unimpaired in these patients. 

During calcium gluconate supplementation, the urinary phos- 
phorus decreased slightly and the fecal excretion increased sig- 
nificantly, resulting in a reversal from positive phosphorus 
balance to a negative one. The unutilized calcium apparently 
combines with phosphorus and is possibly excreted as some 
calcium phosphate salt, explaining the increase in fecal phos- 
phorus. This assumption is supported by data derived from table 


Vil 
195 


Vol. 148, No. 12 


3. Of the 0.443 gm. of calcium added to the intake, 0.277 gm. 
apparently remained unabsorbed and was excreted in the feces. 
This amount of calcium would require 0.143 gm. of phosphorus 
to form Ca, (PO,).; the change in unaccounted phosphorus was 
0.129 gm. 
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Fig. 2.—Metabolic data of a patient with advanced breast carcinoma, 
Osteolytic metastases, and hypercalcemia (case 2). The metabolic graph is 
charted according to Reifenstein, Albright, and Wells... The heavy hori- 
zontal line at zero in the nitrogen, phosphorus, and calcium balance graphs 
indicates the equilibrium between intake and output. Intake is charted 
from the zero line downward. Output is charted from the intake line 
upward toward the zero line. The lower hatched area represents fecal 
excretion, and the hatched area above, urinary excretion. The heavily 
shaded area above the zero line indicates negative balance; the dotted 
area below zero indicates positive balance. One unit of the phosphorus 
scale equals 15 units of the nitrogen scale and 2 units of the calcium scale. 


SIGNIFICANCE OF THEORETICAL AND UNACCOUNTED 
PHOSPHORUS BALANCES 


Phosphorus balance depends upon the metabolism of two 
body constituents, tissue protein and bone. Tissue protein con- 
tains phosphorus and nitrogen in the average ratio of approxi- 
mately 1:15. Bone contains phosphorus and calcium in the aver- 
age ratio of approximately 1:2.2. Therefore, by using these 
ratios, a theoretical phosphorus balance can be calculated from 
the calcium and nitrogen balances. The theoretical phosphorus 
balance should agree, within the 10% range of experimental 
error, with the phosphorus balance determined analytically. Any 
discrepancy between these values is expressed as the unaccounted 
phosphorus. This method has been advocated by Reifenstein, 
Albright and Wells 1! as a means of checking the accuracy of 
the metabolic data and “to emphasize any situation where the 
measured balances differ from the theoretical balances.” 

In the series here reported, significant changes in the un- 
accounted phosphorus were achieved by changing the calcium 
intake (table 3). On a low calcium diet that contains the “un- 
physiologic” calcium-phosphorus ratio of 1:4, there is an un- 
accounted phosphorus retention. By supplementing calcium 
gluconate to the intake, the diet contains a calcium-phosphorus 
ratio of 1:1, and the unaccounted phosphorus is close to zero. 
This applies to patients with normal calcinuria and normal cal- 
cium balance. If, however, there is extensive bone catabolism, 
the excess endogenous calcium appears to combine with phos- 
phorus. Even on a low calcium diet, the unaccounted phosphorus 
approximates zero, while calcium gluconate supplementation re- 
sults in an unaccounted phosphorus loss. 

Pearson and co-workers !® found in lymphoma patients an 
unaccounted phosphorus loss occurring during ACTH therapy 
which they could interpret as indicative of tumor breakdown 
(i. e., protoplasm that is rich in phosphorus content). However, 
data from the present study indicate that the unaccounted phos- 
phorus is influenced by the ratio of calcium to phosphorus avail- 
able for metabolism. If a simple measure such as varying the 
calcium intake can cause major changes in the unaccounted 
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phosphorus, it appears unlikely that the unaccounted phosphorus 
in all instances can be used as a reliable index of tumor growth 
or recession. 


METABOLIC AND CLINICAL MANIFESTATIONS OF OSTEOLYTIC 
METASTASES SECONDARY TO BREAST CARCINOMA COMPARED 
TO THOSE OF OTHER PRIMARY NEOPLASMS 


Osteolytic metastases occur secondary to many types of neo- 
plasia. The clinical manifestations of osteolytic metastases are 
similar in all: bone pain, secondary anemia, tendency to frac- 
ture, and the possibility of hypercalcemic crisis. The metabolic 
behavior of other osteolytic tumors has been investigated to 
determine whether it is similar in various tumors. For compari- 
son, metabolic studies have been performed in patients with 
osteolysis secondary to thyroid carcinoma, leiomyosarcoma,!? 
and multiple myeloma. In all instances, the metabolic pattern 
was similar to that already described for osteolytic metastases 
secondary to breast carcinoma. Hypercalcinuria, hyperphos- 
phaturia, negative calcium and phosphorus balances, and, in 
some instances, hypercalcemia, also were observed in these cases. 
Figure 4 illustrates this point. 

This patient had multiple myeloma, extensive osteolysis, and 
hyperglobulinemia. His metabolism was studied for 36 days. 
In the first 12 days, the serum calcium and blood urea nitrogen 
were normal, and the mineral metabolism was typical for osteo- 
lysis. During the following 18 days, there was a spontaneous 
acceleration of osteolysis with increasing hypercalcinuria, hyper- 
phosphaturia, and negativity of the calcium and phosphorus 
balances. This resulted in hypercalcemia. It is interesting to note 
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Fig. 3.—Relationship of serum caicium to urinary calcium. In the upper 
graph is plotted the serum calcium, and in the lower, the urinary calcium 
of the nine patients with breast carcinoma. 


that the serum protein remained approximately at the same 
level, so the hypercalcemia cannot be attributed to a change 
in serum protein. In the last six days of study, calcium and 


16. Pearson, O. H.; Eliel, L. P.; Rawson, R. W.; Dobriner, K., and 
Rhoads, C, P.: ACTH—and Cortisone—Induced Regression of Lymphoid 
Tumors in Man, Cancer 2: 943 (Nov.) 1949, 
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phosphorus metabolism improved spontaneously, resulting in a 
return of the serum calcium and urea nitrogen to normal. 
These control studies in osteolysis secondary to other tumors 
indicate that the metabolic changes are not specific for breast 
carcinoma, but are characteristic of a destructive bone process. 


METABOLIC AND CLINICAL MANIFESTATIONS OF OSTEO- 
LYTIC METASTASES COMPARED TO THOSE OF 
OSTEOBLASTIC METASTASES 


It has been found that osseous metastases from breast, thyroid, 
renal, and pulmonary carcinoma are predominantly osteolytic, 
whereas the osseous metastases from prostatic carcinoma are 
predominantly osteoblastic; careful microscopic examination of 
metastatic bone lesions reveals areas of both mineral break- 
down and overgrowth with one or the other predominating. 
Since the nineteenth century, many investigators have sought 
to discover why one type of metastatic tumor causes bone break- 
down whereas another incites the opposite effect. The theories 
have been reviewed by Ashburn,!? but none has been established. 

Clinically, the two types of bone response result in some 
manifestations that are similar and others that differ. Pain and 
anemia are frequent manifestations of both. However, fractures 
and hypercalcemia are complications of osteolytic metastases 
that rarely occur in osteoblastic cases. 

Metabolically, the two types show characteristic differences. 
Aub and co-workers studied seven cases of prostatic carcinoma 
with osteoblastic metastases *; the authors’ group has studied 
seven cases of prostatic carcinoma and a patient with osteo- 
blastic metastases secondary to pulmonary carcinoma. A typi- 
cal case has been reported '’¢ and the series will be presented 
in a future report. In contrast to the negative mineral balances 
characteristic of osteolytic patients, osteoblastic metastases are 
characterized by an avidity for mineral retention with subnor- 
mal urinary calcium excretion and abnormal calcium retention 
(fig. 5). 


Nitrogen 

Gm /24 be. 
(Z7ZDurine 
stoot 
+Bat 


Phosphorus 
Gn/24 br. 


Urinary Co MB Gm./24 


Calcium 

Gm./24 he. 

Serum Ca, Mg.per i00cc. 
*— BUN Mg. per 100cc. 


Co 71 TOTAL PROTEIN 
33 29 ALSUMIN 
ac 42 GLOBULIN 
Six Day Periods 


Fig. 4.—Metabolic data of a patient with —e myeloma, illustrating 
spontaneous hypercalcemia in periods 3, 4, and 5 


SUMMARY 

1. Correlation of clinical and metabolic data of patients with 
metastatic malignancy leads to a better understanding of the 
natural course and mechanism of the disease process and forms 
a baseline upon which therapeutic measures can be more 
accurately evaluated. 

2. Metabolic evidence as well as clinical observation indi- 
cates that even advanced metastatic malignancy is not neces- 


17. Ashburn, L_ L.: New Bone Formation in a Primary Carcinoma of 
the Prostate Gland, Arch. Path. 28: 145 (Aug.) 1939. 
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sarily a steadily progressive disease, but may peme in waves 
of exacerbations and remissions. 

3. The mineral loss caused by osteolytic breast cancer metas- 
tases is characterized metabolically by high urinary excretion 
of calcium and phosphorus with negative mineral balances. The 
protein balance is not specific, and even advanced cases may 
be maintained in a state of nitrogen equilibrium. 
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Fig. 5.—Schematic representation of calcium balance in normal persons 
and in patients with osteoblastic and osteolytic metastases. 


4. A similar mineral loss is seen in patients with osteolytic 
metastases secondary to other malignancies. Therefore, this 
metabolic process is not specific for breast carcinoma but is 
characteristic of skeletal destruction. 

5. The excessive and prolonged mineral loss in patients with 
osteolytic metastases may result in hypercalcemia. The sequence 
of events in such instances appears to be: excessive bone break- 
down, mobilization of calcium and phosphorus, hypercalcinuria 
and hyperphosphaturia, hypercalcemia, and finally renal im- 
pairment. 

6. In contrast to the mineral loss caused by osteolytic 
metastases is the calcium retention caused by osteoblastic 
metastases. The metabolism of patients with osteoblastic metas- 
tases is characterized by subnormal urinary calcium excretion. 


NEW AND NONOFFICIAL REMEDIES 


The following additionai articles have been accepted as con- 
forming to the rules of the Council on Pharmacy and Chemistry 
of the American Medical Association for admission to New and 
Nonofficial Remedies. A copy of the rules on which the Council 
bases its action will be sent on application. 


R. T. Stormont, M.D., Secretary. 


Dihydroxy Aluminum Aminoacetate (See New and Nonofficial 
Remedies 1951, p. 311). 


Smith-Dorsey, Division of the Wander Company, Lincoln, Neb. 

Gel Doraxamin: 473 cc. bottles. A gel containing 0.1 gm. of 
dihydroxy aluminum aminoacetate in each cubic centimeter. Pre- 
served with 0.015% of butyl p-hydroxybenzoate. 


Tablets Doraxamin: 0.5 gm. 

Dimethyl-Tubocurarine lodide (See New and Nonofficial Reme- 
dies 1951, p. 162). 
Chemo Puro Manufacturing Corp., Long Island City, N. Y. 

Powder Dimethyl-Tubocurarine lodide: Bulk; for manufac- 
turing use. 

Estrone-U.S.P. (See New and Nonofficial Remedies 1951, p. 
333). 
Meyer Chemical Company, Inc., Detroit. 

Solution Estrone in Oil: 10 cc. vials. A solution in sesame 
oil containing 1 mg. of estrone in each cubic centimeter. Pre- 
served with 0.5% chlorobutanol. 

Mephenesin (See New and Nonofficial Remedies 1951, p. 165). 
Organon, Inc., Orange, N. J. 
Tablets Oranixon: 0.5 gm. U. S. Trademark 532,165. 
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COUNCIL ON FOODS 
AND NUTRITION 


ACCEPTED FOODS 


The following products have been accepted as conforming to 
the rules of the Council on Foods and Nutrition. 


JaMes R. Witson, M.D., Secretary. 


Haas, Baruch and Company, Los Angeles, Calif. 


Iris BRAND Dietetic PacK TUNA CHUNKLETS. Ingredients: Light meat 
tuna and distilled water. 

Analysis (submitted by distributor).—Total solids 30.6%, moisture 
69.4%, protein (N x 6.25) 28.3%, fat 0.75%, carbohydrates (by difference) 
0.15%, sodium 40 mg./100 gm. 

Calories.—1.22 per gram; 34.6 per ounce. 

Use.—A useful adjunct for the planning of low fat, low sodium dietaries. 


Mead Johnson & Company, Evansville, Indiana. 


PropaNna. Ingredients: A blend of Mead’s Powdered Protein Milk, 
Protolysate (a dricd enzymic digest of casein), banana powder, and 
dextrose. 

Analysis (submitted by manufacturer).—Total solids 98%, moisture 2%, 
ash 4%, fat 14%, protein (N x 6.25) 27%, carbohydrate (by difference) 
51%, and lactic acid 2%. 


Minerals Mg. per 100 Gm, 


Calories.—4.4 per gram; 125 per ounce. 

Use.—Probana may be used in the nutritional support of infants with 
cystic fibrosis of the pancreas, steatorrhea due to various causes including 
severe celiac disease, and chronic and acute diarrhea during infancy. 


The Council on Foods and Nutrition has authorized the pub- 
lication of this report on the sodium content of commercial 
spices because of the wide current interest in low-sodium diets 
and the use of spices in such diets. 


James R. Witson, M.D., Secretary. 


SODIUM CONTENT OF COMMERCIAL SPICES 


C. A. Elvehjem, Ph.D. 
and 
C. H. Burns, M.S., Madison, Wis. 


Diets restricted in sodium are now accepted therapy in a 
number of pathological conditions; for example, a reduction of 
the mineral sodium in addition to excessive calories is one of 
the principal focuses of present-day therapy of high blood pres- 
sure. One of the limitations in the production of low-sodium 
diets is a lack of knowledge of this element in various dietary 
constituents. Since the addition of spices is often recommended 
in diets low in salt in order to improve acceptability, the sodium 
content of these spices is of importance. The following study 
was undertaken to secure this information. 

Samples of spices were made available by several of the manu- 
facturers through the American Spice Trade Association, Inc. 
In each case, regular commercial packages were submitted. A 
total of 132 samples was received, of which 100 were analyzed 
for sodium. The samples were prepared according to a method 
similar to that described by Meyer and co-workers,' and a 
Perkins-Elmer Model 52A Flame Photometer was used for the 
analysis. One-gram samples were weighed into covered beakers 
and treated with about 50 ml. of concentrated nitric acid. After 
partial digestion, the mixture was heated at medium heat until 
the solution was pale yellow and clear. The solution was then 
allowed to go to dryness on low heat and charring was avoided. 
More consistent results are obtained if samples are not ashed 
to whiteness by prolonged treatment. The ash was then taken 
up in 25 ml. of 1% nitric acid containing 400 ppm of lithium, 


From the department of Biochemistry, University of Wisconsin. 
1. Meyer, J. H., and others: Sodium, Potassium, and Chlorine Content 
of Feeding Stuffs, J. Animal Sc. ®; 153, 1950. 
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which serves as an internal standard for the flame photometer. 
The solution was filtered through Whatman no. 42 filter paper, 
and the filtrates were read directly on the instrument. 


Each sample was analyzed in duplicate and a few in triplicate. 
At least two samples of each spice obtained from different 
sources were analyzed. Remarkably good correlation was ob- 
tained between spices obtained from different companies. The 
only variation observed was a higher content of sodium in cer- 


Sodium Content of Commercial Spices 


Spice Sodium, % 

Cardamom—ground, 0.011 
Celery-—flakes, 2.3 

wees 0.023 
0.022 
Mint—flakes, 0.043 
Parsley—fiakes, 0.49 
0.040 


tain samples of ground spice than in the original spice. At pres- 
ent we have no explanation for this variation, but, since all 
samples were so low, the variation is insignificant. 

The average values are given in the table. Many of the figures 
range from 0.01 to 0.02% sodium. Most of the values are below 
0.05%, and all are below 0.1%, with the exception of all- 
spice, celery seed, dehydrated celery flakes, whole mace, and de- 
hydrated parsley flakes. These figures indicate that, with the 
exception of celery flakes and parsley flakes, the amount of 
sodium contributed through the usual amount of spices used is 
insignificant, and that most spices can be used safely in low- 
sodium diets. 
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NEW ANTITUBERCULOSIS DRUGS 


The popular press has recently given widespread pub- 
licity to a series of new antituberculosis drugs, the hydra- 
zine derivatives of isonicotinic acid. Headlines have 
proclaimed them “wonder drugs” and have suggested 
that they may eradicate tuberculosis within a few years. 
It is regrettable that such glowing announcements have 
been made to the public before clinical evaluation of the 
drugs is complete and before they are available to other 
than a few investigators. As has happened before in con- 
nection with other new therapeutic agents, the hopes of 
many patients have been raised prematurely and per- 
haps unjustifiably. These drugs have shown remarkab!le 
activity against the tubercle bacillus in the test tube, in 
the experimental animal, and in preliminary tests in man, 
but no final statement can yet be made as to the optimum 
dosage schedule, the permanency of the early results 
obtained, or the possibility of the development of drug 
resistance. Until their proper role in the treatment of 
tuberculosis has been determined, these compounds 
should be used only under strictly controlled experi- 
mental conditions. Physicians should inform their pa- 
tients that the new drugs are not available in interstate 
commerce and that more studies are needed before they 
can be made available. 

The chemotherapeutic activity of the compounds 
under investigation was discovered independently by the 
research stails of Hoffmann-LaRoche, Inc., and E. R. 


1. (a) Grunberg, E., and Schnitzer, R. J.: Studies on the Activity of 
Hydrazine Derivatives of Isonicotinic Acid in the Experimental Tuber- 
culos.is of Mice, Quart. Bull., Sea View Hosp. 13:3 (Jan.) 1982. 
(>) Bernstein, J.; Lott, W. A.; Steinberg, B. A., and Yale. H. L.: 
Chemotherapy of Experimental Tuberculosis: V. Isonicotinic Acid Hydra- 
zide (Nydrazid) and Related Compounds, Am. Rev. Tuberc., to be 
published. 

2. (a) Bernstein, Lott, Steinberg and Yale.'” (6b) Grunberg. E.; 
Leiwant, B.; D’Ascensio, I. L., and Schnitzer, R. J.: On the Lasting 
Protective Effect of Hydrazine Derivatives of Isonicotinic Acid in the 
Experimental Tuberculosis Infection of Mice, Dis. of Chest, to be published. 

3. Steenken, W., Jr., and Wolinsky, E.: Antituberculous Properties 
of Hydrazines of Isonicotinic Acid (Rimifon, Marsilid), Am. Rev. Tuberc., 
to be published. 

4. Zieper, 1., and Lewis, R. A.: Tuberculosis in a Macacus Rhesus 
Treated with Isonicotinylhydrazine, Quart. Bull., Sea View Hosp. 13: 12 
(Jan.) 1952. 

5. (a) Robitzek, E. H.; Selikoff, I. J.. and Ornstein, G. G.: Chemo- 
therapy of Human Tuberculosis with Hydrazine Derivatives of Isonicotinic 
Acid, Quart. Bull., Sea View Hosp. 13:27 (Jan.) 1952. (b) Selikoff, 
I. J.. and Robitzek, E. H.: Tuberculosis Chemotherapy with Hydrazine 
Derivatives of Isonicotinic Acid, Dis. of Chest, to be published. 

6. Bosworth, D. M.; Wright, H. A., and Fielding, J. W.: Marsilid 
in the Treatment of Tuberculous Orthopedic Lesions, Quart. Bull., Sea 
View Hosp. 13:52 (Jan.) 1952. 

7. Elmendorf, D. F., Jr.; Cawthon, W. V.; Muschenheim, C., and 
McDermott, W.: The Absorption, Distribution, Excretion and Short 
Term Toxicity of Isonicotinic Acid Hydrazide (Nydrazid) in Man, Am. 
Rev. Tuberc., to be published. 
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Squibb & Sons in the course of a systematic screening 
of the thiosemicarbazones and related substances for 
antituberculosis activity. The most active compound in 
the group, isonicotinic acid hydrazide, was synthesized 
by both of these groups and has been given the trade 
name of rimifon* by Hoffmann-LaRoche and nydrazid* 
by Squibb. In the test tube this compound is bacterio- 
static for Myobacterium tuberculosis in low concentra- 
tions (0.02 to 0.05 wg per milliliter). In the ex- 
perimentally infected animal it appears to have two 
advantages Over agents previously used. It is quantita- 
tively more effective than streptomycin, p-aminosalicylic 
acid, niacinamide, or any of the thiosemicarbazones 
tested,’ and it differs qualitatively from these agents in 
that it appears to be bactericidal rather than bacterio- 
static. Following treatment of animals with any of the 
preparations just mentioned, viable tubercle bacilli can 
be recovered on culture even in the absence of gross le- 
sions. Following treatment with isonicotinic acid hydra- 
zide or its isopropyl derivative (1-isonicotinyl-2-isopro- 
pylhydrazine ), no bacilli can be found in the majority of 
animals ‘* and pulmonary lesions do not appear within 
21 days after cessation of therapy, as they do in animals 
treated with streptomycin, p-aminosalicylic acid, or any 
of the other tuberculostatic drugs.’ In vitro evidence of 
bactericidal activity has also been obtained.’ The pro- 
tective and therapeutic value of the hydrazides of iso- 
nicotinic acid has been demonstrated in a variety of 
species, including the mouse,'" guinea pig and rabbit,’ 
and monkey.* 

Trials of the new drugs in man are now in progress in 
a number of institutions. At Sea View Hospital on Staten 
Island, 92 patients with moderately or far advanced pul- 
monary tuberculosis not responding to streptomycin, 
p-aminosalicylic acid, or other measures have been 
treated with isonicotinic acid hydrazide or its isopropy! 
derivative for 4 to 15 weeks.° Daily oral doses of 2 to 
4 mg. per kilogram of body weight of the former drug 
and 2 to 10 mg. per kilogram of body weight of the 
latter drug have been used. Within two to three weeks, 
fever and malaise disappeared in every case, cough and 
expectoration were completely or almost completely 
eliminated, and remarkable increases in appetite and 
weight occurred. Bacilli disappeared from the sputum in 
25% of the patients in 4 to 15 weeks, and sharp de- 
creases in the number of bacilli occurred in another 
29%. Reduction in cavity size was noted in 23 cases, but 
cavity closure occurred in only 2 cases. Exudate disap- 
peared in 17 patients and increased in 4. One question- 
able new cavity appeared at the site of a previous 
exudate. Cure or pronounced improvement was seen in 
cases of tuberculous laryngitis, otitis, and glossitis. Im- 
portant chemotherapeutic effects were also seen in tuber- 
culous meningitis and gastroenteritis, and in tuberculous 
diseases of bone and joint.® In preliminary studies at 
New York Hospital-Cornell Medical Center,’ another 
series of patients has been treated with 3 mg. of iso- 
nicotinic acid hydrazide per kilogram of body weight 
daily for 4 to 16 weeks, but the Cornell investigators 
believe it is too early to make any positive statement 
about the value of this compound in the treatment of 
tuberculosis. Substantial gains in appetite and body 
weight and reduction in fever were observed in some but 
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not all of the patients. Many of these patients had been 
subjected to the appetite reducing effects of p-aminosali- 
cylic acid immediately before this study. 

Evidence of drug toxicity was not seen in the Cornell 
study, but at Sea View Hospital a variety of toxic mani- 
festations were encountered.* These included symptoms 
suggesting central nervous system. stimulation (hyper- 
active deep reflexes, leg twitching, and insomnia), symp- 
toms suggesting modification of autonomic activity (dry- 
ness of the mouth, bladder sphincter disturbances, and 
constipation), and dizziness presumably due to transi- 
tory moderate decreases in blood pressure. Although pa- 
tients taking the drug showed occasional albuminuria and 
cylindruria and a transitory drop in hemoglobin values, 
averaging 0.5 gm., during the fourth and fifth weeks, 
there was no clinical or autopsy evidence of serious dam- 
age to kidneys, bone marrow, or liver. Kidney and liver 
damage have been observed in the monkey,* dog * and 
rat,'” following the administration of moderate or large 
doses for several weeks, and hemopoietic disturbances 
have occurred in some of these species. There is a wide 
margin of safety between the therapeutic and lethal dose 
in animals, about 20 times the oral therapeutic dose being 
necessary to kill 50% of mice.’’ Death is preceded by 
convulsions and respiratory arrest. 

The route of administration of these drugs seems to 
make little difference in the dose required. Following 
oral administration of isonicotinic acid hydrazide in man, 
the compound is rapidly absorbed and a high percentage 
is excreted in the urine during the first 24 hours.’ After 
a single oral dose of 3 mg. per kilogram of body weight, 
the maximum concentration in the plasma (1.3 to 3.4 
pg per milliliter) is attained in one to six hours after 
administration. Appreciable concentrations of the drug 
are present in the spinal fluid within three hours after an 
oral dose of 2 to 3 mg. per kilogram in patients without 
meningitis. In patients with tuberculous meningitis the 
concentrations in the spinal fluid are substantially higher 
than the concentrations necessary to inhibit M. tuber- 
culosis in vitro. | 

Attempts to obtain drug resistant organisms by cul- 
turing strains of M. tuberculosis in increasing concen- 
trations of isonicotinic acid hydrazide have not been 
successful * and no clinical evidence of bacterial re- 
sistance has been encountered.'* Sufficient time has not 
yet elapsed, however, to conclude that drug resistance 
will not eventually develop. 

The chemotherapeutic specificity of these compounds 
for the tubercle bacillus is indicated by the fact that none 
of them has shown any activity in vivo against Strepto- 
coccus hemolyticus, Pneumococcus pneumoniae type 1, 
Salmonella schottmuelleri, Trypanosoma equiperdum, 
Trichomonas vaginalis, or the influenza virus of mice." 

It is evident that this group of compounds has several 
advantages over other antituberculosis agents. Whether 
they will provide definitive treatment or whether they will 
prove to be merely helpful adjuvants can be determined 
only by prolonged investigation. Until their potential 
dangers are thoroughly studied and their proper place in 
the total scheme of treatment is determined, they should 
not be used indiscriminately. 
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THE EASTER SEAL APPEAL 


According to many philanthropic organizations, it is 
a tradition of American medicine that where there is a 
need, physicians will find a way to meet the need. Per- 
haps this is why the Easter Seal appeal is of special 
interest to the medical profession. Through Easter Seal 
facilities and services literally hundreds of physicians are 
helping to find a way for crippled children to have 
healthier, happier, and more useful lives. 

Nationwide programs for crippled children have been 
planned by the National Society for Crippled Children 
and Adults, in close cooperation with and under the 
direction of liaison officers appointed by the American 
Medical Association, medical specialty groups, and other 
allied professional organizations. Similarly, at the state 
and local levels, physicians have an important place on 
advisory committees and councils. But this is not the 
only interest of physicians in this work. Through the. 
more than 500 specific facilities maintained by the Easter 
Seal societies and through the specialized skills of their 
more than 2,000 therapists, psychologists, medical social 
workers, and others of the ancillary professions, doctors 
are able to augment their own diagnosis and treatment 
of crippled children. 

Still another aspect that is significant to American 
physicians is that the Easter Seal societies are a purely 
voluntary way of providing help for those unable to 
obtain it for themselves—a dramatic demonstration of 
the sense of personal responsibility for the welfare of 
one’s neighbor. Last year this help was extended to nearly 
a quarter of a million crippled children and adults. 

Because this is a voluntary effort, its major source of 
support is the American people themselves—millions 
of individual donors who are asked only through the 
annual Easter Seal appeal to give their dollars. This year 
the appeal began March 13 and will continue through 
Easter Sunday, April 13. During that time, the National 
Society and its affiliates hope to raise funds to support 
a 10 million dollar program. In a period of rising costs, 
they explain, services for crippled children, always ex- 
pensive, will cost more than ever before. If less than 10 
million dollars is received, a curtailment of services will 
be necessary, and it will be impossible to help children 
who have come recently to the Easter Seal societies need- 
ing treatment and training. 

The support of the medical profession of this nation 
is vital to this cause. By sharing the leadership in seeing 
that the Easter Seal appeal is successful, physicians can 
once more demonstrate to their fellow Americans that 
where there is a demonstrated need, physicians will help 
find a way to meet the need. 


8. Selikoff, J. J.; Robitzek, E. H., and Ornstein, G. G.: Toxicity 
of Hydrazine Derivatives of Isonicotinic Acid in the Chemotherapy of 
Human Tuberculosis, Quart. Bull., Sea View Hosp. 13:17 (Jan.) 1952. 

9. Rubin, B.; Hassert, G. L., Jr.; Thomas, B. G. H., and Burke, J. C.: 
Pharmacology of Isonicotinic Acid Hydrazide (Nydrazid), Am. Rev. 
Tuberc., to be published. 

10. Benson, W. M.; Stepko, P. L., and Roe, M. D.: Pharmacologic and 
Toxicologic Observations on Hydrazine Derivatives of Isonicotinic Acid 
(Rimifon, Marsilid), Am. Rev. Tuberc., to be published. 

11. Rubin, Hassert, Thomas and Burke.” Grunberg and Schnitzer. 

12, Robitzek, Selikoff, and Ornstein.°* Elmendorf, Cawthon, Muschen- 
heim and McDermott.’ 
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THE PRESIDENT’S PAGE 


A SPECIAL MESSAGE 


A short time ago I received a letter from a prominent labor 
leader, one who is a friend of medicine. He told the following 
story: “Recently, in a western city, a surgeon performed an 
operation for uncomplicated appendicitis upon a woman pa- 
tient. The operation and convalescence were routine. The fee 
was $150. In the same week the same surgeon performed the 
same operation upon another woman. It was also routine and 
also without complications. The fee was $300.” 

The labor leader went on to say that the only difference be- 
tween the two cases was that the first woman had no sickness 
insurance, while the second woman was insured under a union 
health plan. He charged that the surgeon had doubled the sec- 
ond woman's bill deliberately, What, he wanted to know, was 
the medical profession doing about such unfair practices? 

This instance has not been investigated, and 


one but ourselves to blame when the public brings damaging 
charges against us. 

While some of the complaints of increased fees for insured 
patients are justified, I am certain that many others, perhaps 
most, arise out of misunderstanding. Sometimes, in their zealous 
effort to sell insurance, salesmen lead the subscriber to believe 
that his hospital and surgical bills will be covered entirely by 
his policy, when this may not be the case. Under these circum- 
stances, when the physician’s bill or the hospital bill exceeds 
the limit of payment allowed by the policy, the patient blames 
the doctor or the hospital. 

Misunderstanding of this type can be forestalled in two ways. 
One is for medical societies to appeal to insurance carriers and 
their representatives in their localities to make and keep their 

literature and sales talks factual. This applies 


we therefore lack complete knowledge con- 
cerning it. This complaint, however, can be 
matched with similar stories from private in- 
surance companies, Blue Shield pians, and in- 
dividuals. How frequent are complaints of this 
nature? I do not know, because the American 
Medical Association does not hear about all 
such cases, but the complaints are frequent 
enough to warrant serious action by medical 
associations to correct these abuses. 

In order to determine how widespread this 
practice of increasing fees may be, appropri- 
ate agencies of the American Medical Asso- 
ciation are undertaking a comprehensive study. 
These agencies will request documented case 
histories from several large unions, from farm 
groups, from private insurance companies, and 
from nonprofit insurance groups. Instances 
occurring between Jan. | and April 1, 1952, will be investigated. 
When this study has been completed, medical societies will know 
the extent of such practices and will have facts upon which to 
base programs for control of this abuse. Needless to say, how- 
ever, they should not wait for publication of the report before 
stating their strong opposition to such conduct. 

It is difficult for me to believe that intentional raising of fees 
for persons carrying sickness insurance is widespread in the pro- 
fession. Undoubtedly a small number of physicians are guilty 
of this practice, but their activities are bringing discredit to us 
all. Such physicians who are members of our medical societies 
must be held strictly to account and promptly disciplined when 
the occasion warrants. 

I would remind all physicians, and especially those who serve 
on medical society grievance committees, of the sentence in 
our Principles of Medical Ethics that reads, “A physician should 
expose, without fear or favor, incompetent or corrupt, dishonest 
or unethical conduct on the part of members of the profession.” 
Neglect of this key sentence leads to the harboring of unethical 
physicians within our ranks. If we tolerate them, we have no 


both to commercial and Blue Cross-Blue 
Shield plans. Patients should be informed that 
much insurance is not designed to cover all 
medical costs but is intended to take the eco- 
nomic shock out of illness by protecting them 
against some of the insurable costs of health 
care. 

Another way to forestall misunderstanding 
is for individual physicians to take time to dis- 
cuss finances with their patients. Tell your pa- 
tient what your standard fee is. Your patient 
then will be able to discuss his coverage with 
his insurance adviser and will understand be- 
forehand the extent to which his medical costs 
will be met by his insurance. Another advan- 
tage of such discussion is that you will ascer- 
tain the financial status of your patient. When 
he is in a low-income group or has heavy obli- 
gations you can adjust your fee accordingly. Perhaps you will 
wish to arrange time payments to ease his burden. I know that 
most physicians desire to make their services available on a fair 
basis and one that will be most helpful to the patient. Failure to 
ascertain essential facts produces unintentional imposition on 
some patients. 

Voluntary insurance against sickness has been sold to the 
American people as a practical means of protecting themselves 
from unexpected and perhaps overwhelming medical costs. The 
value of these plans must not be destroyed by the few physicians 
who view them as an opportunity to collect an increased fee. 
Voluntary prepayment plans are the medical profession's great- 
est bulwark against the socialization of medicine. This program 
must not be jeopardized by avaricious physicians who have not 
learned that liberty depends upon individual integrity and re- 
sponsibility. Unfair and unethical conduct by a small, irrespon- 
sible segment of the profession not only harms the patients 
involved but endangers the freedom of medicine. These practices 
must be eliminated! 

JoHN W. Cine, M.D., San Francisco. 
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STATEMENTS BY A. M. A. REPRESENTATIVES ON 
PROPOSED EMERGENCY MATERNAL AND 
INFANT CARE PROGRAM BEFORE 

SENATE COMMITTEE 


Mr. Chairman and members of the Committee: My name is 
Edwin S. Hamilton. I am engaged in the active practice of medi- 
cine in Kankakee, Ill., and am a member of the Board of Trus- 
tees of the American Medical Association. I am appearing here 
today with my colleague, Dr. Woodruff L. Crawford, on behalf 
of that Association in opposition to S. 1245 and S. 2337, which 
are under consideration by your committee. Although the two 
bills are dissimilar in many details, I believe it will be sufficient 
for the purposes of my statement to note that both measures 
propose the reestablishment of an emergency maternity and in- 
fant care program for the wives and children of enlisted per- 
sonnel of the armed forces. In addition, S. 2337 would provide 
a program of hospital care for all dependents of enlisted 
personnel. 

It is believed that this brief reference to the purpose of the 
bills is sufficient, inasmuch as the basic position of the American 
Medical Association is that there is no demonstrated need for 
the activation of a national program of the type proposed. The 
position of the Association is based on consultations with other 
interested public and private groups and on comprehensive sur- 
veys conducted or sponsored by its Committee on Maternal and 
Child Care, under the chairmanship of Dr. Crawford. Before 
asking Dr. Crawford to discuss the details of these conferences 
and these surveys and their results, [ would like to review the 
more general aspects of the question and outline briefly the 
history of the activities and interest of the Association in this 
regard. 

Although the legislative proposals under consideration would 
authorize maternity and infant care for dependents of all en- 
listed personnel in the armed forces, it is believed that, in de- 
termining the need for federal assistance, enlisted men in the 
first three grades, or those with the lowest income, would be 
the group first affected. Figures recently released by the Depart- 
ment of Defense show that less than | in 10 of the enlisted men 
in these grades have dependents other than dependent parents 
and about one-half of that number, or about | in 20, have a 
wife only. Of course, only a part of this number will have chil- 
dren during the two years of an enlisted man’s tour of military 
duty. Of that number, many are already receiving dependent 
medical care at hospitals of the armed services. 

With respect to the remainder, it should be remembered that 
many servicemen are perfectly able and, in fact, desirous of 
using the services of their regular physicians without federal 
financial assistance. I believe that experience shows that only 
about 50% of the dependents of service personnel who are 
eligible for medical care make any effort to obtain it. 

Then, too, local public and private agencies and organizations 
that serve the indigent members of the general population are 
also available to the servicemen who are unable to pay for medi- 
cal care and hospitalization for their wives and children. The 
demands on the medical profession for the care of hardship 
cases are not appreciably greater since the Korean incident. The 
dedication of a substantial amount of time to the care of per- 
sons unable to pay is recognized by the organized profession 
and the individual physician as a medical responsibility. 

The participation and cooperation of the medical profession 
in the emergency maternity and infant care program that existed 


during World War II is well known and therefore would not 
appear to require any discussion at this time. I should prefer 
to commence this résumé of the Association’s activities about 
the time of the Mid-Century White House Conference on Chil- 
dren and Youth, which was held in Washington, D. C., in De- 
cember, 1950. At that meeting the current military status was 
discussed in relationship to the medical problems of dependents 
of servicemen and the necessity for reactivating another emer- 
gency maternity and infant care program. 

This discussion suggested the desirability of obtaining a true 
picture of the actual need for such a program. A survey of 
local medical societies and individual physicians was initiated, 
supplemented by a series of conferences with private and public 
organizations and national health associations. More recently 
the first phase of a survey of the situation in the Los Angeles 
area has been completed. 

In summary, let me say that the American Medical Associ- 
ation is opposed to the enactment of S. 1245 and S. 2337 be- 
cause no evidence has been found that would indicate that the 
wives and children of enlisted men of the armed forces are not 
now being cared for by existing facilities and agencies. Further, 
it is not believed that the need for such a program will be demon- 
strated in the near future, despite an increase in the total strength 
of the armed forces. This conclusion is based on the fact that 
a number of reservists will continue to be released as they com- 
plete their tours of duty and that their places will be filled in a 
large measure through Selective Service processes. The policy 
of the Selective Service System at this time is not to draft fathers. 
In actuality, the percentage of enlisted men in the armed forces 
with dependents has dropped 4.8% during the year 1951. It 
is the belief of the Association that the activation of a federal 
Emergency Maternity and Infant Care program at this time 
with its attendant cost is an unjustified and unnecessary expen- 
diture of federal funds. 

If | may, Mr. Chairman, I should like at this time to have 
Dr. Crawford give to the Committee a more detailed statement 
as to the surveys and conferences conducted by his Committee 
and results of these actions. 


Statement by Dr. Crawford 

My name is Woodruff L. Crawford. | am a physician engaged 
in the practice of pediatrics in Rockford, Ill., and am Chairman 
of the Committee on Maternal and Child Care of the Council 
on Medical Service of the American Medical Association. 
I would like to enlarge on Dr. Hamilton’s remarks relative to the 
interest and activities of the American Medical Association con- 
cerning emergency maternity and infant care. 

During the Mid-Century White House Conference on Chil- 
dren and Youth, in December, 1950, it was evident that some 
thought was being given to the necessity for the reactivation of 
some plan similar to the Emergency Maternity and Infant Care 
program of World War II. 

With this in mind, the Committee on Maternal and Child 
Care, in January, 1951, developed a short questionnaire, which 
it sent to all state medical societies and approximately 400 phy- 
sicians, representing every state in the union, including general 
practitioners, obstetricians, and pediatricians. The purpose of the 
questionnaire was to learn the opinion of the state societies con- 
cerning the operation of the Emergency Maternity and Infant 
Care program during World War II and to get the reactions of 
physicians who had worked under this program, The survey was 
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instituted to assist the Committee if and when it was called on 
to participate in discussions on this subject. The responses re- 
ceived contained a sufficient amount of detailed information to 
enable the Committee to formulate numerous definite and bene- 
ficial suggestions. With the benefit of these findings the Com- 
mittee members were able to participate actively in a series of 
meetings from Feb. 13 to April 4, 1951, which were called by 
officials of the United States Children’s Bureau of the Federal 
Security Agency. These exploratory conferences were attended 
by staff members from the Children’s Bureau, persons repre- 
senting major health and hospital associations, and others in- 
terested in the services that might be provided under an emer- 
gency maternity and infant care program. The stated purpose 
of the conferences was to consider previous experience and ob- 
tain suggestions for adapting a maternal and infant care plan to 
present conditions, should the Congress decide to provide again 
for such a program. 

The results of the conferences were summarized in a series of 
broad policies on which the participating organizations were able 
to agree. The policies included such items as the duration of the 
program, persons to be covered, the scope of services to be pro- 
vided, the proper agency to administer the program, financing 
the program, and necessary elements of state plans. It should be 
noted, however, that all of the conferees, with the exception of 
the representatives of the Children’s Bureau, agreed that the need 
for such a program had not been demonstrated and that no pro- 
gram should be initiated until the evidence of need became ap- 
parent. 

In an effort to keep abreast of the situation, the Committee 
called three subsequent meetings (most recently on Dec. 15, 
1951) with representatives of the American Hospital Association, 
the Catholic Hospital Association, the American Protestant Hos- 
pital Association, the American Legion, the Association of State 
and Territorial Health Officers, the American Academy of Pedi- 
atrics, and the American National Red Cross. Although formal 
actions were not taken at these meetings, it was the consensus of 
those in attendance that no widespread emergency exists that 
warrants the inauguration of a federal program for the care of 
the wives and children of servicemen. Requests for such a pro- 
gram have been infrequent, and when they occur they are usually 
based on individual instances arising near military installations 
where the influx of servicemen and their families has resulted in 
abnormal conditions. When need for assistance has occurred 
away from military posts, help has been available through local 
sources. 

At one of these meetings, the representative of the American 
National Red Cross discussed the results of a survey made by 
that organization in March and April, 1951, at the request of the 
United States Children’s Bureau. The interpretation of these re- 
sults by the Children’s Bureau presented a prima facie case of 
need that was inconsistent with the reports of other associations. 
Inasmuch as the report of the Red Cross did not indicate the final 
disposition of any of the cases considered and because of the 
desire of the Committee to clarify the situation, it was suggested 
that a follow-up study be made with Red Cross local chapters. 
Further investigation, however, indicated that the local Red 
Cross chapters do not keep records of the cases in which they do 
not give assistance, that many of the requests were based on tele- 
phone calls, and that to some extent the data represented esti- 
mates. The Committee has also been advised that the Red Cross 
does not believe such a follow-up study is either feasible or ad- 
visable and that it does not want its survey to be interpreted as 
indicating any national need for an emergency maternity and 
infant care program. 

Despite the fact that the Red Cross has disclaimed any show- 
ing of need for an emergency maternity and infant care program 
by its study, the American Medical Association, after conferring 
with the various organizations previously referred to, decided 
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to sponsor an independent and completely scientific survey of 
this problem. The research department of the welfare council of 
metropolitan Los Angeles was engaged to inquire into the ability 
of local servicemen to meet the costs of medical and hospital ob- 
stetric care. Los Angeles was selected as representative of one of 
the more dislocated areas from a military personnel standpoint, 
with the idea that, if the medical and financial problems are ade- 
quately being taken care of there, the same would be true else- 
where in the country. Every serviceman’s wife in that area who 
delivered during the period from Jan. 1 to Jan. 15 was inter- 
viewed while in the hospital. Visits were made to each of the 89 
hospitals in that district and to servicemen’s wives from the Los 
Angeles area whether they delivered in Los Angeles County, 
Orange County, Ventura, or even as far south as San Diego. 

The patients were asked about their income from allotments 
or other sources; about their medical and hospital bills, how 
much had been paid, how much they still owed, and how they 
planned to pay their bills. Other data were procured relative to 
the type and adequacy of care received. The persons doing the 
interviewing were alert for hardship cases and gave the patients 
every opportunity to discuss their financial difficulties. In addi- 
tion, the wives of a number of civilians were visited who were in 
the same wards or similar accommodations to those of the serv- 
icemen’s wives. Interpretations of hardship are variable, of 
course, but it was clear that the medical and financial needs of 
servicemen’s families are adequately being taken care of in the 
Los Angeles area. The conclusions reached definitely do not indi- 
cate a need for a national program of care for servicemen’s 
families, such as proposed by S. 1245 and S. 2337. 

I would like to express the appreciation of the American Med- 
ical Association for this opportunity to appear before the Com- 
mittee to present our views on this extremely important subject. 


RESOLUTION TO BE PRESENTED TO 
HOUSE OF DELEGATES 


The Secretary of the Association has received the following 
resolution on Negro physicians in North Carolina, which will 
be presented to the House of Delegates at the Chicago Session 
by a delegate of the Medical Society of the State of North 
Carolina: 


WHEREAS, The members of the Medical Society of the State 
of North Carolina are anxious to maintain the cordial relations 
existing between the white and Negro physicians in North 
Carolina; and 


WuerEAs, They recognize the advantages to the Negro phy- 
sicians of membership in the American Medical Association; 
and 


WHEREAS, At present it is not feasible, because of limits of 
space in the hotels of’ North Carolina, and also because of 
existing custom, to attempt to have joint meetings of both 
groups; and 

WuerEAS, The Old North State Medical Society, which for 
fifty-three years has been the state organization of Negro phy- 
sicians, has asked to be admitted “as a constituent association 
of the American Medical Association”; and 

WHEREAS, The House of Delegates of the Medical Society of 
the State of North Carolina, at its annual meeting in May, 1951, 
voted to approve this request and sponsor the Old North State 
Medical Society as a constituent of the American Medical Asso- 
ciation; therfore be it 


Resolved, That the House of Delegates of the American 
Medical Association approve the recognition of the Old North 
State Medical Society as an affiliate of the Medical Society of 
the State of North Carolina, and also of the American Medical 
Association, 


V 
19 


Vol. 148, No. 12 


FEDERAL MEDICAL LEGISLATION 


Hospital Transfers Between the VA 
and Defense Department 


S. 2731, introduced by Senator Russell of Georgia, would 
authorize the transfer of hospitals and related facilities between 
the Veterans Administration and the Department of Defense 
without reimbursement. Under existing law, the Veterans Ad- 
ministration can acquire hospital facilities from the Department 
of Defense without transfer of funds, but the Defense Depart- 
ment may not acquire hospitals in this manner from the Veterans 
Administration. The bill is identical with H. R. 6724, previously 
reported. 


Transfer of Indian Hospitals and Health Service 


S. 2780, proposing to transfer the administration and health 
services for Indians and operation of Indian hospitals to the 
Public Health Service of the Federal Security Agency, was intro- 
duced by Senator Thye of Minnesota. It was introduced at the 
request of the Association of State and Territorial Health 
Officers. On introducing the bill, Senator Thye stated that none 
of the 62 hospitals now operated by the Bureau of Indian Affairs 
is recognized by the American Medical Association for the train- 
ing of interns or otherwise as teaching hospitals. These Indian 
services are now under the Department of Interior, 


Regulation of Fireworks 


Senator O’Conor of Maryland introduced §. 2771, which 
would designate the Bureau of Mines in the Department of the 
Interior as the official agency for regulation of fireworks in 
interstate commerce. It is identical with H. R. 6722, previously 
reported. 


Water Pollution 


Representative Buckley of New York proposes to extend the 
duration of the Water Pollution Control Act in his bill H. R. 
6856. The bill proposes the extension for three additional years 
of the Water Pollution Control Act, providing federal assistance 
to states through study, advice, and grants. The total amount of 
the grants is one million dollars annually. 


STATE MEDICAL LEGISLATION 


Arizona 


Bill Introduced.—S. C. R. 11, proposes the submission to the people of 
a measure providing for the creation by the legislature of a department 
of public health and welfare. 


California 


Bills Introduced.—A. 13 and S. 4 propose to exempt from the sales tax 
the sale of drugs dispensed on prescriptions filled by registered pharmacists 
in accordance with law. 


Georgia 

Bill Enacted.—H. 659 has become Act No. 889 of the Acts of 1952. 
It amends the uniform narcotle act by, among other things, providing for 
penalties for sales to a minor of any narcotic drug. 


Kentucky 


Bill Introduced.—H. 445, to amend the law relating to the state income 
tax, proposes to authorize taxpayers to deduct expenses paid during the 
taxable year for medical care of the taxpayer, his spouse or a dependent 
to the extent that such expenses exceed 5% of the taxpayer's adjusted 
income. 


Massachusetts 


Bill Introduced.—H. 2159, to amend the compulsory motor vehicle law, 
proposes that whenever an insurance company requires an insured to 
undergo medical examination following an accident, copies of the reports 
of such medical examination shall be furnished to the insurer and to the 
injured party. 


The summary of federal legislation was prepared by the Washington 
Office of the American Medical Association and the summary of state 
legislation by the Bureau of Legal Medicine and Legislation. 
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Michigan 


Bill Introduced.—S. 301, to amend the medical practice act, proposes 
regulations for the issuance of temporary annual licenses to pra 
medicine to doctors who are pursuing postgraduate study in the state and 
who meet certain qualifications. 


Mississippi 


Bills Introduced.—H. 531, proposes an appropriation to the state medical 
education board for the purpose of providing loans or scholarships for 
medical education of bona fide residents of the state. H. 579, proposes 
to require hospital commissions to establish uniform charges for care, 
treatment and hospitalization of charity patients and prohibits physicians 
from charging any fee for services rendered in connection with the treat- 
ment of charity patients. 


New Jersey 


Bills Introduced.—S. 40, proposes regulations for the licensing of physi- 
cal therapists by the New Jersey board of medical examiners. S. 196, 
proposes to authorize any duly licensed physician to conduct a post- 
mortem examination upon the body of a deceased person if he first obtains 
the consent of any of the following persons who shall have assumed 
custody of the body for purposes of burial: parent, surviving spouse, 
child over the age of 18, guardian of the person or property of the 
deceased or next of kin. In the absence of any of the foregoing, any 
friend of the deceased who has assumed responsibility for burial or any 
other person charged by law with responsibility for burial may give 
such consent. §. 210, proposes to authorize boards of education to employ 
optometrists licensed to practice within the state who may be known 
as school vision examiners. 


New York 


Bills Introduced.—A. 2918, to amend the vehicle and traffic law, pro- 
poses to make it a misdemeanor for a person who is a habitual user of 
any narcotic drug to operate a motor vehicle or motorcycle while under 
the influence of such drug to a degree which renders him incapable of 
safely driving the vehicle. A. 2985, proposes regulations authorizing the 
state board of medical examiners to grant licenses to practice corrective 
therapy. A. 3008, to amend the education law, proposes the establishment 
of 500 state scholarships for nurses. A. 3009, proposes an appropriation 
to the education department for 300 additional scholarships for profes- 
sional education in medicine and dentistry. A. 3025, proposes to make it 
grounds for revocation of a license for a physician, osteopath or physio- 
therapist to employ, hire, procure, induce, or aid or abet a person not 
licensed to practice one of those professions in the state, to so practice. 
A. 3045, to amend the education law, proposes to require optometrists to 
diplay their full names at the place where they practice. A. 3090, proposes 
the creation in the department of health of a division of narcotic control. 
A. 3147, proposes the creation within the department of health of an 
adult hygiene and geriatrics program designed to improve and protect the 
health and vitality of middle aged and elderly citizens of the state, 
A. 3193, proposes to require every physician to give notice to the health 
officer of the county, city, town, or village where such person resides of 
every case of unlawful narcotic use or addiction now under his care. 
A. 3198, proposes the creation of a temporary state commission to study 
the problem of sex deviation and to make recommendations concerning 
the solution thereto, §, 2313, proposes to make it the duty of every 
attending or consulting physician to report to the state department of 
health promptly the name and if possible the address of any person under 
treatment when it appears that such person is an habitual user of any 
narcotic drug. S. 2709, proposes the creation in the department of 
health of a permanent hospital survey and planning commission. S. 2717, 
proposes the creation of regional rehabilitation centers for alcoholics, to 
provide complete health patient service, including medical and psychiatric 
diagnosis and care, as well as rehabilitative social case work and therapy. 
S. 2834, proposes to authorize injured employees to be treated by duly 
registered and licensed podiatrists and to choose for such treatment any 
such podiatrist authorized by the chairman to render podiatry care, 


Rhode Island 


Bills Introduced.—H. 753, proposes to authorize the director of social 
welfare to appoint a chiropodist to give attention to disorders of the feet 
of inmates in institutions under the control of the state. H. 759 proposes 
to authorize the superintendent of schools to cause examinations to be 
made of school children for the purpose of guarding against outbreaks 
of infantile paralysis. Such examinations may include examinations of the 
leg and pedal extremities of children by physician, school nurses, or other 
licensed practitioners. No such examination shall be made of any child 
who presents a written statement signed by his parent or guardian stating 
that such examination should not be made because of religious beliefs or 
some other reasonable objection on the part of the parent or guardian. 


Virginia 


Bill Enacted.—S. 189 has become Ch. 143 of the Laws of 1952. It 
amends a law relating to medical scholarships by providing, among other 
things, that recipients of such scholarships shall insure their life for the 
benefit of the school awarding the scholarship in a sum equal to the 
value of the scholarship awarded to him. 
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MEDICAL NEWS 


ALABAMA 

Annual Clinical Society Meeting —The John A. Andrew Clin- 
ical Society will conduct its 39th annual clinic at the Tuskegee 
Institute April 8-13. Fifty, or about half of the guest essayists 
and clinicians, are from outside the state. The society will mem- 
oralize the late Dr. John A. Kenney, founder and first president; 
the late Dr. Roy B. Kracke, dean of the Medical College of Ala- 
bama: and the late Dr. Charles Drew, professor of surgery, 
Howard University College of Medicine, Washington, D. C. 


State Medical Meeting in Montgomery.—The Medical Associa- 
tion of the State of Alabama will hold its annual session at the 
Whitley Hotel, Montgomery, April 17-19 under the presidency 
of Dr. T. Brannon Hubbard of Montgomery. Out-of-state 
speakers include: 
Franklin L. Payne, Philadeiphia, Care of Postmenopausal Patients. 
Robert B. Mclver, Jacksonviile, Fla., Plastic Surgery of the Renal Pelvis. 
Edward G. Waters, Jersey City, N. J., Medical and Surgical Therapy 
of Birth Hemorrhage. 
Richard B. Cattell, Boston, The Jerome Cochran Lecture, Carcinoma 
of the Colon and Rectum. 
James E. Scarborough Jr., Atlanta, Management of Cancer in the Neck, 
John B. Youmans, Nashville, Tenn., Macrocytic Anemia. 
Hugh F. Hare. Boston, X-Rays for Backache. 
Francis F. Schwentker, Baltimore, Modern Therapy of Rheumatic Fever. 


CALIFORNIA 

Social Hygiene Day.—The American Social Hygiene Associa- 
tion and the Venereal Disease Council of the City and County 
of Los Angeles will sponsor a regional conference in observance 
of National Social Hygiene Day April 23. Anton J. Carlson, 
Ph.D., Chicago, will speak on “Can Syphilis and Gonorrhea Be 
Eliminated from the Human Race?” The William Freeman Snow 
Medal will be presented to Ernest Boyd MacNaughton, president 
of Reed College, Portland, Ore., for distinguished service to 
humanity. Mr. MacNaughton is president and trustee of the 
Northwest Hospital Service and a vice-president of the Ameri- 
can Social Hygiene Association. 


Survey Course for General Practitioners.—This course is being 
presented April 14-18 by the University of Southern California 
Medical Extension Education at the Los Angeles County Hos- 
pital (Medical Unit) and the Childrens Hospital. It will consist 
of lectures, demonstrations, clinics, and staff conferences. 
Emphasis will be placed on new techniques, the use of new 
drugs, and new concepts in diagnosis and treatment. The Ameri- 
can Academy of General Practice will recognize this course as 
formal training for those attending. The fee is $50. The fee for 
fewer than five days will be $10 per day. Information may be ob- 
tained from the University of Southern California Medical Ex- 
tension office, 1200 N. State St., Los Angeles 33. 


Course in Diagnostic Radiology.—Instruction in the usual radio- 
graphic procedures that can be performed in general office prac- 
tice will be offered in a course in diagnostic radiology that the 
University of California Extension and the University of Cali- 
fornia School of Medicine will hold April 16-18 at the General 
Medical and Surgical Hospital, Veterans Administration Center, 
Los Angeles. Procedures in performing radiographic examina- 
tions will be stressed, as well as differential diagnoses to be con- 
sidered in film interpretation. Requests for information concern- 
ing the course should be made to Dr. Thomas H. Sternberg, 
Head of Postgraduate Instruction, Medical Extension, University 
of California, Los Angeles 24. The course is open only to gradu- 
ates of approved medical schools, and the fee is $50. 


Physicians are invited to send to this department items of news of general 
interest, for example, those relating to society activities, new hospitals, 
education and public health. Programs should be received at least three 
weeks before the date of meeting. 


CONNECTICUT 


Conferences at Institute of Living.—The 18th annual series of 
conferences at the Institute of Living has been announced. The 
four lectures are as follows: 


March 25, Main Causes of Difficulties Met with in Psychotherapy, 
Gregory Zilboorg, New York. 

April 8, Experimental Neuroses, Howard Scott Liddell, Ph.D., Ithaca, 
N. Y 


April 22, Problem of Insight, Lawrence S. Kubie, New York. 
April 29, Psychotherapy of Psychoses, Elvin V. Semrad, Boston. 


FLORIDA 


Cancer Institute at Miami.—The Cancer Cytology Center of the 
Dade County Cancer Institute, Miami, an affiliate of the Medi- 
cal Research Foundation of Dade County in Miami, announces 
a seminar for physicians to be held at the institute April 21-25, 
preceding the annual convention of the Florida Medical Asso- 
ciation. The seminar on cancer cytology will also include a 
conference on carcinoma in-situ. Instruction will be under the 
supervision of Dr. J. Ernest Ayre, director of the institute, and 
the research staff. The general course of instruction in cancer 
diagnosis and cytology will include lectures, demonstrations, and 
symposiums. Interested physicians should direct their inquiries 
to the Director of the Dade County Cancer Institute at 1155 
N. W. 14th St., Miami. Applications for registration, limited to 
35 physicians, will be accepted through April 19. 


ILLINOIS 


Revise Quarantine Regulations.—A committee of public health 
officers in Hlinois is drafting revisions of the rules and regula- 
tions for the control of communicable diseases in the state. The 
final draft is now being studied, and it will be several weeks 
before new rules can be made official. 


Chicago 

Personal.—Dr. Meyer A. Perlstein has been holding cerebral 
palsy clinics in Yakima, Seattle, Spokane, and Tacoma, Wash., 
sponsored by the Washington Society for Crippled Children and 
Adults. He also addressed medical students at the University 
of Washington School of Medicine. 


Society Meeting.—-At the meeting of the North Side Branch of 
the Chicago Medical Society at 8 p. m. April 3 at the Drake 
Hotel, Dr. Kenneth G. Kohlstaedt, director of the Lilly Labora- 
tory for Clinical Research, Indianapolis, has been invited to 
speak on “Use of lon Exchange Resins in Treatment of Edema.” 


Professor Leaves University for General Practice.—Dr. Henry 
G. Poncher, full time professor of pediatrics and head of the de- 
partment at the University of Illinois College of Medicine, re- 
signed his university appointment Aug. 31 to enter private prac- 
tice in the community in which he resides, Valparaiso, Ind. Dr, 
Poncher will devote his time to a general family type of prac- 
tice, excluding obstetrics and surgery. He also has accepted 
a part-time position as medical director of Valparaiso Uni- 
versity, and as a visiting professor in human biology at that 
school. He plans to continue to serve in several national appoin- 
tive positions that he holds, including the position of secretary- 
treasurer of the American Board of Pediatrics. Dr. Poncher has 
been associated with the University of Illinois since 1928. He 
was the first member of the faculty to receive two Raymond B. 
Allen Instructorship Awards in the same year. The award is de- 
signed to honor excellency in individual instruction rendered by 
faculty members to students. 


INDIANA 
Dr. Bahr Retires. 


Dr. Max A. Bahr brought to a close on 


March | a service of 54 years with the Central State Hospital 
in Indianapolis. During about half of that time he had been 
superintendent and chief administrative officer. Presidents of 
state and local medical associations, the mayor of Indianapolis, 
and several state officials honored Dr. Bahr at a dinner Jan. 10. 
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IOWA 

Personal.—Dr. Hermann M. Burian, formerly of Boston, has 
joined the staff of the department of ophthalmology at the State 
University of lowa College of Medicine, lowa City, as an asso- 
ciate professor. 


State Medical Meeting in Des Moines.—The Iowa State Medi- 
cal Society will hold its annual meeting at the Hotel Fort Des 
Moines in Des Moines April 27-30 under the presidency of Dr. 
Donald C. Conzett, Dubuque. Out-of-state speakers include: 
Henry L. Williams, Rochester, Minn., Practical Office Treatment of 
Meniére’s Disease. 
Russell J. Blattner, Houston, Texas, Cutaneous Manifestations of Viruses. 
Edgar V. Allen, Rochester, Minn., What Can Be Done About Hyper- 
tension? 
Robert A. Moore, St. Louis, Residency Training as an Educational 
Activity. 
Raymond J. Jackman, Rochester, Minn., Carcinoma Prevention Applied 
to the Large Intestine. 
Foster Matchett, Denver, Should I Call an Orthopedic Surgeon? 
Philip Thorek, Chicago, Jaundice. 
Edward J. McCormick, Toledo, Ohio, subject to be announced. - 
William Malamud, Boston, Psychiatric Aspects of Geriatrics.. 
John W. Harris, Madison, Wis., Prenatal Care—Accomplishments and 
Failures. 
Grover C. Penberthy, Detroit, Surgical Problems of the Newborn and 
Infant. 
In addition to section meetings, several state societies and the 
woman’s auxiliary will hold meetings and luncheons in con- 
junction with the state meeting. 


MARYLAND 


Halsted Centennial Gifts——A bronze bust of Dr. William Stew- 
art Halsted, the work of Vladimar Fortunato, was presented to 
the department of surgery of which he was first head in 1889 at 
the Johns Hopkins Hospital, at the Halsted Centennial meeting 
in Baltimore Feb. 7 (THE JouURNAL, Feb. 16, p. 561). Presen- 
tation was made by Dr. William F. Reinhoff Jr., associate pro- 
fessor of surgery at Johns Hopkins University. The bust, 
completed several months after Halsted’s death in 1922, was 
given to Dr. Reinhoff in 1924 by Fortunato. Dr. Marcus M. 
Ravitch presented a gavel to the Society of University Surgeons 
on behalf of the Hopkins Department of Surgery. The gavel was 
fashioned from wood taken from Halsted’s surgical amphi- 
theatre and the staircase leading to his office. Dr. Emile F. 
Holman, chairman of the department of surgery at Stanford 
University School of Medicine, San Francisco, was chairman 
of the Centennial Committee. He was the last resident in surgery 
to serve under Dr. Halsted. 


MASSACHUSETTS 

Hospital Evening Lectures.—The House Officers’ Association 
of the Boston City Hospital will present the following remain- 
ing programs in their evening lecture series: 


April 1, Mechanical Aspects of Urine Formation in Health and Disease, 
Stanley E. Bradley, New York. 

Aprii 10, Problem of Food Intoxications with Special Reference to 
Botulism, Karl F. Meyer, Ph.D., San Francisco. 

April 15, Investigative Studies with Local Use of Steroids with Special 
Reference to Compound F, Leon Goldman, Cincinnati. 


The programs are being held at 7 p. m. at the New Cheever 


Amphitheatre of the Dowling Building at Boston City Hospital. 
Interested persons are invited. 


MICHIGAN 


Narcotic Violation.—Dr. James M. Schuele, Au Gres, pleaded 
guilty to an indictment charging violation of the federal narcotic 
law on Dec. 28, 1951, at Bay City and was placed on probation 
for four years. 


Sewage Service Personnel to be Licensed July 1.—The law now 
requires that persons, including partnerships, associations and 
corporations, engaged in servicing and cleaning of septic tanks, 
seepage pits, and cesspools must be licensed and bonded by the 
state commissioner of health in order to operate in Michigan 
after July 1. Instructions for obtaining a license and application 
forms can be procured from the Michigan Department of 
Health. 
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MISSOURI 


Annual State Medical Meeting in St. Louis.—The Missouri State 
Medical Association will hold its annual meeting at the Hotel 
Jefferson, St. Louis, March 31 to April 2 under the presidency 
of Dr. C. Edgar Virden, Kansas City. The program includes 
symposiums on medicine, obstetrics, surgery, and pediatrics. 
Out-of-state speakers will be as follows: 

Walter C. Alvarez, Chicago, Why Some People Are So Terribly 

Nervous, 


Charles R. Rountree, Oklahoma City, Management ‘of Fractures of the 
Patella. 


Hans P. Popper, Chicago, Hepatitis: Differential Diagnosis by Labora- 
tory Studies. 

Gershom J. Thompson, Rochester, Minn., Treatment of Cancer of the 
Urinary Bladder with Particular Reference to the Selection of 
Operation. 


Robert L. Sanders, Memphis, The Gallbladder and Duct Problems. 


There will be round table luncheons on Monday and Tuesday. 
At the banquet on Tuesday Dr. Louis H. Bauer, Hempstead, 
N. Y., President-Elect of the American Medical Association, 
will speak on “Problems Facing the Medical Profession.” Sev- 
eral medical and allied organizations will meet preceding or 
concurrently with the association. Scientific and technical ex- 
hibits will be on display. 


NEW JERSEY 


Institute in Psychiatry and Neurology.—The second annual In- 
stitute in Psychiatry and Neurology will be held at the Veterans 
Administration Hospital, Lyons, on April 16. Among the guest 
lecturers will be Dr. Harvey J. Tompkins, chief, psychiatry 
and neurology division, Veterans Administration; Dr. Daniel 
Blain, medical director, American Psychiatric Association, and 
Dr. Winfred Overholser, superintendent, St. Elizabeth’s Hospi- 
tal, all of Washington, D. C.; Dr. Stephen P. Jewett, professor 
of psychiatry, New York Medical College, Flower and Fifth 
Avenue Hospitals; Dr. Samuel Brock, professor of neurology, 
New York University College of Medicine; Dr. Edward G. Bil- 
lings, associate clinical professor of psychiatry, University of 
Colorado School of Medicine, Denver; Dr. D. Ewen Cameron, 
director, Allan Memorial Institute of Psychiatry, Montreal, 
Canada, and Dr. Frederick H. Allen, clinical professor of psy- 
chiatry, University of Pennsylvania School of Medicine, Phila- 
delphia. There will also be six clinical demonstrations and ten 
medical exhibits by the hospital staff. The registration fee is $1. 
Attendance of all interested professional personnel! will be wel- 
comed, Information may be obtained from Dr. Crawford N. 
Baganz, Manager, Veterans Administration Hospital, Lyons, 
N. J. 


NEW YORK 


Fraternity Lecture at Syracuse.—Dr. Harry Eagle, chief of ex- 
perimental therapeutics of the Microbiological Institute, Na- 
tional Institutes of Health, Bethesda, Md., will speak for the 
Alpha Omega Alpha, national honorary medical fraternity, 
March 28 at 8:30 p. m. at the State University of New York 
College of Medicine at Syracuse. His topic will be “Factors 
Modifying the Therapeutic Effects of the Antibiotics.” 


County Society Begins TV Program.—The Medical Society of 
the County of New York inaugurated its series of television 
programs, “Here’s to Your Health,” in February. The first tele- 
cast presentation in documentary drama form over NBC on a 
sustaining basis was devoted to poliomyelitis and originated in 
the Institute of Physical Medicine and Rehabilitation of the New 
York University-Bellevue Medical Center. The second program 
featured heart disease. Future telecasts will be on cancer, high 
blood pressure, diabetes, and arthritis. 


New York City 


Biggs Memorial Lecture.—The Hermann M. Biggs Memorial 
Lecture, which is held annually in Hosack Hall at the New York 
Academy of Medicine under the auspices of the Committee on 
Public Health Relations, will be delivered at 8:30 p. m. April 3 
by Dr. Erich Lindemann, associate professor in mental health, 
Harvard Medical School, Boston. The subject will be “Mental 
Health in a Community Health Program.” The lecture is open 
to the public. 
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Seventh Harvey Lecture.—Dr. Louis B. Flexner, professor of 
anatomy, University of Pennsylvania School of Medicine, Phila- 
delphia, delivered the seventh Harvey Lecture of the current 
series at the New York Academy of Medicine on March 20. 
Dr. Flexner spoke on “Development of the Cerebral Cortex: 
a Cytological, Functional and Biochemical Approach.” 


PENNSYLVANIA 


Twenty-Four Hour Emergency Call Service.—The Medical So- 
ciety of the State of Pennsylvania in reporting that 56 areas in 
31 counties of the state now have 24 hour emergency medical 
call service urges the cooperation of all county medical societies 
to establish such services. Counties completely covered are Phila- 
delphia, Lackawanna, Adams, Delaware, and Montgomery. 


Philadelphia 


Society News—The Philadelphia Interstate Association of In- 
dustrial Medicine at its March 27 meeting will hear Dr. Francis 
X. Sweeney speak on “Sensible Use of Physiotherapy in an In- 
dustrial Dispensary.” The meeting will be held in the Philadel- 
phia County Medical Society building. 


Solis-Cohen Memorial Lecture.—Dr. Ephraim Shorr, associate 
professor of medicine at Cornell University Medical College, 
New York, will deliver the annual Dr. Solomon Solis-Cohen 
Memorial Lecture at the auditorium of Mills Neurological 
Building March 27 at 8 p. m. He will speak on “The Role of 
Vasoactive Principles of Hepatic and Renal Origin in Hyperten- 
sion.” This is to be a scientific meeting of the medical staff of the 
city department of health and Philadelphia General Hospital. 


TEXAS 


University Appointment.—Isaac D. Welt, Ph.D., has been ap- 
pointed assistant director and principal scientist of the Radio- 
isotope Unit, Veterans Administration Hospital, Houston, and 
assistant professor of biochemistry at Baylor University College 
of Medicine. Dr. Welt was formerly on the staff of the division 
of nutrition and physiology of the Public Health Research In- 
stitute of the City of New York, Inc. 


WEST VIRGINIA 


Medical Meetings.—The first meeting arranged by the state 
medical association’s committee on medical education for 1952 
will be held at the Stonewall Jackson Hotel in Clarksburg April 
17. The second meeting is scheduled for Oak Hill on May 22. At 
the Clarksburg meeting, opening at 10 a. m., the theme will be 
“Acute Pulmonary Diseases.” The basic science faculty of the 
West Virginia University School of Medicine will present the 
fundamental concepts at the morning session; the clinical aspects 
will be presented at the afternoon session by two guest speakers. 


CANAL ZONE 


Annual Association Meeting.—The Medical Association of the 
Isthmian Canal Zone held its annual meeting at Gorgas Memor- 
ial Laboratory, Panama City, Jan. 15. Guests of the society in- 
cluded Drs. Don Brewster, Holdredge, Neb., Henry W. Daine, 
San Juan, Puerto Rico, and Mark K. Nettles, Lima, Peru. Dr. 
Norman W. Elton, Ancon, was elected president and Dr. Irving 
J. Strumpf, Ancon, secretary. The program included the follow- 
ing papers presented by the surgical section of Gorgas Hospital: 

Subclavian Aneurysm—Surgical Treatment Case Report, Eugene D. 

Erman. 
Operative Repair of Hair Lip, Earl C. Lowry. 
Total Adrenalectomy, Richard  Satterthwaite. 


PUERTO RICO 


Appoint Temporary Dean of Puerto Rican School.—Dr. Donald 
S. Martin, dean of the University of Puerto Rico School of 
Medicine, has resigned effective April 20, and Dr. Harold W. 
Brown, director, School of Public Health of Columbia Univer- 
sity, has been designated dean of the University of Puerto Rico 
School of Medicine, to serve until a permanent dean is selected. 
Dr. Brown was active in the early development of the medical 
school in Puerto Rico. He will continue as director of the 
School of Public Health of Columbia University. 


J.A.M.A., March 22, 1952 


GENERAL 


Dr. Burn to Address Dinner Meeting.—Dr. J. H. Burn, Oxford, 
England, will speak at the dinner of the American Society for 
Pharmacology and Experimental Therapeutics at 7 p. m. April 
16 at the Hotel Statler, New York. 


Society News.—Dr. Robert R. Commons, assistant clinical pro- 
fessor of medicine at the University of Southern California 
School of Medicine, Los Angeles, was elected chairman of the 
western section of the American Federation of Clinical Re- 
search during the annual meeting at Carmel, Calif., Jan. 24. 


Tri-State Postgraduate Meeting.—The Northern Tri-State Post 
Graduate Medical Association, which includes Indiana, Ohio, 
and Michigan, will hold its annual meeting on the campus of 
the University of Notre Dame in South Bend, Ind., April 15. 
All doctors are invited. For reservations address Dr. Joseph 
Lang, 730 J. M. S. Building, South Bend. 


Booklet on Chronic Disease.—“Steps Toward Prevention of 
Chronic Disease,” a summary report of the National Conference 
*on Preventive Aspects of Chronic Disease held in March 1951, 
in Chicago, has been published by the Health Publications In- 
stitute, Inc., Raleigh, N. C., and is being sold by that organiza- 
tion for 50 cents a copy. The complete proceedings of the con- 
ference will not be published for several months. 


Immunologists Meeting.—The American Association of Immu- 
nologists will hold its annual meeting at the Hotel Statler and the 
New Yorker in New York April 15-18 under the presidency of 
Dr. Colin M. MacLeod, New York. The program includes a 
symposium on “Antigenic Variation of Influenza Viruses and Its 
Importance in Vaccination,” and another on uses and value of 
human gamma globulin. The Friday morning program will be 
devoted to tuberculosis and allergy. 


Cancer Society Seeks Sixteen Million Dollars—The American 
Cancer Society will conduct its 1952 Cancer Crusade for $16 
million in April. The money is to be used to forward programs 
of research, education, and patient services. Since 1945 the 
society has put about $20,500,000 into cancer research. This 
year it has awarded over $1.5 million to 265 grant-in-aid proj- 
ects. An additional million and a half was awarded to 32 uni- 
versities and hospitals conducting integrated research programs, 
and over $350,000 in a fellowship training program. 


Multiple Sclerosis Society —Dr. Hans H. Reese, Madison, Wis., 
president-elect of the American Neurological Association, has 
been appointed chairman of the medical advisory board of the 
National Multiple Sclerosis Society for a two year term. Dr. 
Reese is professor of neurology and psychiatry of the University 
of Wisconsin Medical School, Madison. Newly appointed vice- 
chairman of the board is Dr. Richard M. Brickner, assistant clin- 
ical professor of neurology, Columbia University College of 
Physicians and Surgeons, New York. Dr. Brickner is also as- 
sociated with Mount Sinai Hospital in New York. Dr. Tracy J. 
Putnam, formerly chairman of the medical advisory board, has 
been appointed honorary chairman. 


Forty-One Million Children.—Children in the United States 
increased in number by 8,000,000 during the 1940's, which was 
the largest gain in a single decade in the country’s history, Metro- 
politan Life Insurance Company statisticians report. By 1950 
there were 41,000,000 persons less than 15 years old, an all 
time high. During the 10 year period the number of children 
increased at a substantially higher rate than the population as a 
whole, the rate of growth being 24.1% for the children as com- 
pared with 14.5% for the entire population. By contrast, in the 
1930’s the child population declined, despite an increase in the 
population as a whole. The decline in the child population dur- 
ing that decade was so rapid that the number of American 
youngsters by 1940 was actually smaller than in 1920, and there 
were fewer under the age of 5 than in 1910. 


CANADA 


Dr. Chute to Head Department.—-Dr. Andrew L. Chute, To- 
ronto, has been appointed professor of pediatrics and head of 
the pediatrics department at the University of Toronto Faculty 
of Medicine. He will also serve as physician-in-chief of the de- 
partment of pediatrics at the Hospital for Sick Children. 


V 
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EXAMINATIONS 
AND LICENSURE 


BOARDS OF MEDICAL EXAMINERS 


ALABAMA: Examination. Montgomery, June 24-26, 1952. Sec., Dr. D. G. 
Gill, 537 Dexter Ave., Montgomery 4. 

ALASKA:* Examination. Juneau. On application in other towns where 
there are board members. Reciprocity. On application. Sec., Dr. W. M. 
Whitehead, Box 140, Juneau. 

ARIZONA:* Examination. Phoenix, April 15-17. Reciprocity. —" April 
19. Sec., Dr. J. H. Patterson, 316 W. McDowell St., Phoe 

ARKANSAS:* Examination. Regular. Little Rock, June 5-6. ie. Dr. Joe 

erser, Harrisburg. Homeopathic. Little Rock, June 10-11. Sec., Dr. 
Carl S. Bungart, 105 N. 14th St., Fort Smith. Eclectic. Little Rock, June 
5-6. Sec., Dr. Frank C. Smith, 2301 Broadway, Little Rock. 

CALIFORNIA: Written. Los Angeles, Feb. 18-21; San Francisco, June 23-26; 
Los Angeles, Aug. 18-21; Sacramento, Oct. 20-23. Application must be 
received at ieast two weeks prior to date of examination. Oral for Reci- 
procity Applicants. San Francisco, June 21; Los Angeles, Aug. 16; San 
Francisco, Nov. 8. Applicants are requested not to arrange to come to 
an oral examination until they receive notice from the Credentials Com- 
mittee. Oral and Clinical for Foreign Medical School Graduates. San 
Francisco, June 22; Los Angeles, Aug. 17; San Francisco, Nov. 9. Sec., 
Dr. Frederick N. Scatena, 102C N St., Sacramento. 

CoLorabo:* Examination. Denver, June 10-12. Final date for filing appli- 
cation is May 12. Reciprocity. Denver, April 8. Final date for filing ap- 
plication was Mar. 10. Sec., Dr. Samuel H. Brown, 831 Republic Bidg., 
Denver. 

DeLawareE: Dover, July 8-10. Sec., Dr. Joseph S. McDaniel, 229 South 
State St., Dover. 

Fioripa:* Examination. Jacksonville, June 29-July 1, Sec., Dr. Homer L. 
Pearson, 701 Dupont Bldg., Miami. 

Georcia: Atlanta and Augusta, June. Sec., 
Capital, Atlanta 3. 

Guam: The Cominission on Licensure will meet whenever a candidate 
appears or submits his credentials. Ex. Sec., Dr. Austin W. Matthis, 
Agana. 

Hawan: Examination. Honolulu, July 14-17. Sec., Dr. I. L. Tilden, 1020 
Kapioiani St., Honolulu. 

IDAHO: Boise, July 14-16. Sec., Mr. Armand L. Bird, 305 Sun Bldg., Boise. 

ILLIONOS: Examination. Chicago, April 1-3, June 24-26 and Oct. 7-9. Supt. 
of Regis., Mr. Charles F. Kervin, Capitol Bidg., Springfield. 

InpDiana: Indianapolis, June 1952. Sec., Dr. Paui R. Tindall, 1138 K of P 
Bldg., Indianapolis 4. 

lowa:* Examination. lowa City, June 9-11. Sec., Dr. M. A. Royal, 506 
Fleming Bidg., Des Moines. 

KANSAS: Kansas City, June 4-5. Sec., Dr. O. W. Davidson, 864 New 
Brotherhood Bidg., Kansas City. 

Kentucky: Examination. Louisville, June 3-5. Sec., Dr. Bruce Underwood, 
620 S. Third St., Louisville. 

MARYLAND: Examination. Baltimore, June 17-20. Sec., Dr. Lewis P. 
Grundy, 1215 Cathedral St., Baltimore. Homeopathic. Baltimore, June 
17-18. Sec., Dr. John A. Evans, 6029 Bellona Ave., Baltimore. 

MICHIGAN:* Examination. June. Sec., Dr. J. E. Mcintyre, 100 W. Allegan 
St., Lansing 8. 

MINNeEsoTA: Minneapolis, April 15-17. Sec., Dr. Julian F. DuBois, 230 
Lowry Medical Arts Bidg., St. Paul 2. 

Montana: Helena, April 1. Sec., Dr. S. A. Cooney, 214 Power Block, 
Helena. 

NEBRASKA: Examination. Omaha, June 16-18. Director, Mr. Husted K. 
Watson, Bureau of Examining Boards, Room 1009, State Capitol, 
Lincoln. 

New JERSEY: [ee Trenton, June 17-20. Sec., Dr. E. S. Hallinger, 
28 W. State St., Trento 

New Mexico:* Santa Fe, “April 14-15. Sec., Dr. Charles J. McGoey, Coro- 
nado Blidg., Santa Fe. 

NortH Caro.ina: Reciprocity. Pinehurst, May 5. Written. Raleigh, June 
16-19; Reciprocity. Raleigh, June 17. Sec., Dr. Joseph J. Combs, 716 
Professional Bldg., Raleigh. 

NortH Dakota: Examination. Grand Forks, July 9-11. Reciprocity. Grand 
Forks, July 12. Sec., Dr. C. J. Glaspel, Grafton. 

Onto: Examination. Columbus, June 17-20. Reciprocity. Columbus, April 1, 
Sec., Dr. H. M. Platter, 21 W. Broad St., Columbus 15. 

OKLAHOMA:* Examination. Oklahoma City, June 4-5. Sec., Dr. Clinton 
Gallaher, 813 Braniff Bldg., Oklahoma City. 

OrEGON:* Reciprocity. Portland, April 18-19. Examination. Portland, July. 
Exec. Sec., Mr. Howard I. Bobbitt, 609 Failing Bldg., Portland. 

Ruope Isianp:* Examination, Providence, April 3-4. Sec., Mr. Thomas B. 
Casey, 366 State Office Bldg., Providence. 

CaROLINA: Reciprocity. Columbia, 
Heyward, 1329 Blanding St., Columbia. 

SoutH Daxora:* Rapid City, July 15. Sec., Dr. C. B. McVay, Yankton 
Clinic, Yankton. 

TENNESSEE:* Examination. Memphis, March 26-27. Sec., Dr. H. W. Qualls, 
1635 Exchange Bldg., Memphis. 
Texas: Fort Worth, June 19-21. Sec., 

Bidg., Fort Worth. 

Uran: Examination, Salt Lake City, July. Asst. Dir., Mr. Frank E. Lees, 
314 State Capitol Bldg., Salt Lake City 1 

Vircinia: Examination, Richmond, June 12-14. Reciprocity. Richmond, 

June 11. Sec., Dr. K. D. Graves, 631 First St., S.W., Roanoke. 


Mr. R. C. Coleman, 111 State 


April 7. Sec., Dr. N. B. 


Dr. M. H. Crabb, 1714 Medical Arts 
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VirGiIn IsianDs: St. Thomas, June 4-5. Sec., Dr. Earle M. Rice, St. 
Thomas, 

WEsT ViRGINIA: Charleston, April 7-8. Sec., 
Bldg. No. 3, Charleston § 

WASHINGTON: Seattle, July. Sec., Mr. Edward C. Dohm, Department of 
Licenses, Olympia. 

WISCONSIN:* Milwaukee, July 8-10. Sec., Dr. A. G. Koehler, 46 Washing- 
ton Blvd., Oshkosh. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 

ALASKA: Examination. On application. Juneau or other towns in Territory 
as decided by Board. Reciprocity. On application. Sec., Dr. C. Earl 
Albrecht, Box 1931, Juneau. 

ARKANSAS: Examination. Little Rock, May 1-2. Sec., Mr. L. E. Gebauer, 
1002 Donaghey Bldg., Little Rock. 

District OF CoL_umBIA: Examination. Washington, April 21-22. Sec., Dr. 
Daniel L. Seckinger, 4130 E. Municipal Bldg., Washington, D. C 

Fiorma: Gainesville, June 7. Examination. Sec., Mr. M. W. Emmel, Box 
340, University of Florida, Gainesville. 

OKLAHOMA: Examination. Oklahoma City, April 14. Sec., Dr. Clinton 
Gallaher, 813 Braniff Bldg., Oklahoma City. 

OreGon: Examination. Portland, June 7, Sept. 6 and Dec. Dr. 
Charles D. Byrne, State Board of Higher Education, Gaenty of 
Oregon, Eugene. 

SoutH Dakota: Vermillion, June 13-14. Sec., Dr. Gregg M. Evans, 
310 E. 15th St., Yankton. 

Texas: Austin, April 18-19. Examination. Examination may also be given 
in Galveston, Dallas and Houston. Sec., Bro. Rapheal Wilson, 306 Nalle 
Bidg., Austin. 

WIscONSIN: Examination. Madison, April 5, and Milwaukee, June 7. Sec., 
Mr. W. H. Barber, Ripon College, Ripon. 


Dr. H. H. Dyer, State Office 


* Basic Science Certificate required. 


MEETINGS 


ALABAMA, MEDICAL ASSOCIATION OF THE STATE OP, Montgomery, April 
17-19. Dr. Douglas L. Cannon, 519 Dexter Ave., Montgomery, Secretary. 

AMERICAN ACADEMY OF GENERAL Practice, Atlantic City, N. J., March 
24-27. Mr. Mac F. Cahal, 406 West 34th St., Kansas City 2, Mo., Execu- 
tive Secretary. 

AMERICAN ACADEMY OF NEUROLOGY, Brown Hotel, Louisville, Ky., Apr. 
24-25. Dr. Francis M. Forster, 3800 Reservoir Rd. N.W., Washington, 
D. C., Secretary. 

AMERICAN ACADEMY OF OBSTETRICS AND GYNECOLOGY, Cincinnati, April 1. 
Dr. Ralph A. Reis, 116 South Michigan Boulevard, Chicago 3, Secretary. 

AMERICAN ASSOCIATION FOR THORACIC SurGERY, Dallas, Texas, May 8-10. 
Dr. Paul C. Samson, 2938 McClure St., Oakland 9, Calif., Secretary. 

AMERICAN ASSOCIATION OF IMMUNOLOGISTS, New York, April 14, Dr. John 
Y. Sugg, 1300 York Ave., New York, Secretary. 

AMERICAN ASSOCIATION OF PATHOLOGISTS AND BACTERIOLOGISTS, New York, 
April 10-12. Dr. Alan R. Moritz, 2085 Adelbert Road, Cleveland 6, 
Secretary. 

AMERICAN ASSOCIATION OF RAILWAY SuRGEONS, Drake Hotel 
April 1-3. Dr, Chester C. Guy, 5800 Stony Island Ave., 
Secretary. 

AMERICAN ASSOCIATION OF THE HISTORY OF MEDICINE, Kansas City, Kans., 
May 1-3. Dr. lago Gaidston, 2 East 103d St., New York 29, Secretary. 

AMERICAN COLLEGE OF ALLERGISTS, William Penn Hotel, Pittsburgh, April 
7-9. Dr. Fred W. Wittich, 401 LaSalle Medical Bidg., Minneapolis 2, 
Secretary. 

AMERICAN COLLEGE OF PuysICIANs, Cleveland, April 21-25. Mr. E. R. Love- 
land, 4200 Pine St., Philadelphia 4, Executive Secretary. ' 

AMERICAN COLLEGE OF SURGEONS, SECTIONAL MEETINGS: 

Minneapolis, Radisson Hotel, March 24-26. Dr. Harvey Nelson, 78 South 
9th St., Minneapolis 2, Chairman. 

Tucson, Ariz., Pioneer Hotel, April 7-9. Dr. Meade Clyne, 110 South 
Scott St., Tucson, Chairman. 

Vancouver, B. C., Vancouver Hotel, March 31-April 4. Dr. J. Russell 
Neilson, 925 West Georgia St., Vancouver, B. C., Chairman. 

AMERICAN CONGRESS ON OBSTETRICS AND GYNECOLOGY, Netherlands-Plaza 
Hotel, Cincinnati, March 31-April 4. Dr. Luella E. Nadelhoffer, 116 
South Michigan Ave., Chicago 3, Secretary. 

AMERICAN DERMATOLOGICAL ASSOCIATION, Broadmoor Hotel, Colorado 
Springs, Colo., Apr. 23-26. Dr. Louis A. Brunsting, 102 Second Ave. 
S.W., Rochester, Minn., Secretary. 

AMERICAN ELECTROENCEPHALOGRAPHIC SocieTy, Hotel Claridge, Atlantic 
City, N. J., May 10-11. Dr. John A. Abbott, Massachusetts General 
Hospital, Boston 14, Secretary. 

AMERICAN FEDERATION POR CLINICAL RESEARCH, Haddon Hall, Atlantic 
City, N. J., May 4. Dr. Stewart Wolf, 525 East 68th St., New York 21, 
Secretary. 

AMERICAN GASTRO-ENTEROLOGICAL AssociaTION, Hotel Claridge, Atlantic 
City, N. J., May 2-3. Dr. Dwight L. Wilbur, 655 Sutter St., San Fran- 
cisco 2, Secretary. 

AMERICAN Gastroscopic Society, Hotel Claridge, Atlantic City, N. J., 


Chicago, 
Chicago 37, 


May 2-3. Dr. H. Marvin Pollard, University Hospital, Ann Arbor, 
Mich., Secretary. 
AMERICAN GorTeR ASSOCIATION, Chase Hotel, St. Louis, May 1-3. Dr. 


George C. Shivers, 100 East St. 
Secretary. 


Vrain St., Colorado Springs, Colo., 
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AMERICAN GYNECOLOGICAL SocteTy, The Homestead, Hot Springs, Va., 
May 12-14. Dr. John I. Brewer, 104 South Michigan Ave., Chicago, 
Secretary. 

AMERICAN HEART AssociATION, Hotel Statler, Cleveland, April 17-20. Dr. 
Willian H. Bunn, 1775 Broadway, New York 19, Secretary. 

AMERICAN NEUROLOGICAL AssocIATION, Hotel Claridge, Atlantic City, 

. J.. May 8-10. Dr. H. Houston Merritt, 710 West 168th St., New 
York 32, Secretary. 

AMERICAN Pepiatric Soctrety, Hotel Chamberlin, Old Point Comfort, Va., 
May 7-9. Dr. Aims C. McGuiness, 237 Medical Laboratories, Univ. of 
Pennsylvania, Philadelphia 4, Secretary. 

AMERICAN PSYCHIATRIC ASSOCIATION, Atlantic City, N. J., May 12-16. Dr. 
R. Finley Gayle Jr., 6300 Three Chopt Rd., Richmond 21, Va., Secretary. 

AMERICAN PsycHosomatic Society, The Drake, Chicago, March 29-30. 
Dr. Frederick C. Redlich, 551 Madison Avenue, New York 22, Secretary. 

AMERICAN SoOcreTyY FOR CLINICAL INVESTIGATION, Atlantic City, N. J., 
May 5S. Dr. William M. M. Kirby, Univ. of Washington School of 
Medicine, Seattle 5, Secretary. 

AMERICAN SOCIETY FOR EXPERIMENTAL PatHoLoGy, New York, April 14-18. 
Dr. Russell L. Holman, 1542 Tulane Ave., New Orleans 12, Secretary. 

AMERICAN SOCIETY FOR PHARMACOLOGY AND EXPERIMENTAL THERAPEUTICS, 
Hotel Statler, New York, April 14-18. Dr. Carl C. Pfeiffer, 1835 W. 
Polk St., Chicago 12, Secretary. 

AMERICAN SOCIETY OF BIOLOGICAL CHEMISTS, New York, April 14-18. Dr. 
Elmer H. Stotz, 260 Crittenden Blvd., Rochester, N. Y., Secretary. 

AMERICAN SURGICAL ASSOCIATION, White Sulphur Springs, W > Va., Apr. 
16-18. Dr. Nathan A. Womack, University Hospitals, lowa City, 
Secretary. 

AMERICAN VENEREAL DISEASE Association, Washington, D. C., May 1-2. 
Dr. William L. Fleming, 750 Harrison Ave., Boston 18, Secretary. 

Arizona Mepicat ASSOCIATION, Phoenix, April 30-May 3. Dr. Frank J. 
Milloy, 15 E. Monroe St., Phoenix, Secretary. 

ARKANSAS Mepicat Society, Litthe Rock, April 21-23. Dr. William R. 
Brooksher, 215 Kelley Bldg., Fort Smith, Secretary. 

ASSOCIATION OF AMERICAN PHySiIcians, Atlantic City, N. J.. May 6-7. Dr. 
Henry Thomas Jr., 1201 North Calvert St., Baltimore 2, Secretary. 

CALIFORNIA Mepical ASSOCIATION, Biltmore Hotel, Los Angeles, April 
27-30. Dr. Albert C. Daniels, 450 Sutter St., San Francisco 8, Secretary. 

Connecticut Stare Mepicat Society, Hartford, April 29-May 1. Dr. 
Creighton Barker, 160 St. Ronan Street, New Haven, Secretary. 

Fioripa Mepicat Association, Hollywood, April 27-30. Dr. Samuel M. 
Day, P. O. Box 1018, Jacksonville, Secretary. 

GeorGiA, MEDICAL ASSOCIATION OF, Atlanta-Biltmore Hotel, Atlanta, May 
12-14. Dr. David H. Poer, 875 West Peachtree St. N.E., Atlanta, 
Secretary. 

Hawatt TERRITORIAL MEDICAL ASSOCIATION, Honolulu, May 1-4. Dr, LI. L. 
Tilden, 510 S. Beretania St., Honolulu 13, Secretary. 

INDUSTRIAL MEDicaL ASSOCIATION, Cincinnati, April 21-24. Dr. Edward C. 
Holmblad, 28 E. Jackson Blvd., Chicago 4, Managing Director. 

Iowa Strate Mepicat Society, Des Moines, April 28-30. Dr. Allan B. 
Phillips, 406 Sixth Avenue, Des Moines 9, Secretary. 

Joun A. ANDREW CLiNnicaL Society, Memorial Hospital, Tuskegee Insti- 
tute, Ala., April 6-12. Dr. Eugere H. Dibble Jr., Memorial Hospital, 
Tuskegee Institute, Secretary. 

Kansas Mepicat Society, Town House, Kansas City, April 27-May t. 
Dr. Dale D. Vermillion, 512 New England Bidg., Topeka, Secretary. 
LouIsIANA STATE Mepicat Shreveport, April 28-30. Dr. C. Grenes 

Cole, 1430 Tulane Ave., New Orleans 12, Secretary. 

MARYLAND, MEDICAL AND CHIRURGICAL FACULTY OF THE STATE OF, Balti- 
more, April 28-30. Dr. George H. Yeager, 1211 Cathedral St., Balti- 
more 1, Secretary. 

MIp-CONTINENT PsyCHIATRIC ASSOCIATION, President Hotel, Kansas City, 
Mo., April 26-27. Dr. Paul Hines, 2625 W. Paseo, Kansas City, Mo., 
Secretary. 

MississipPt STATE Mepicat ASSOCIATION, Jackson, May 13-15. Mr. Roland 
B. Kennedy, 508 First Federal Bildg., Jackson, Executive Secretary. 

Missouri State Mepicat Association, Hotel Jefferson, St. Louis, March 
30-April 2. Dr. H. E. Petersen, 634 North Grand Blvd., St. Louis 3, 
Secretary. 

New Mexico Mepicat Society, Carlsbad, May 8-10. Dr. L. G. Rice Jr., 
221 West Central Ave., Albuquerque, Secretary. 

NortH CarOLina, Mepicat SOCIETY OF THE STATE OF, Hotel Carolina, 
Pinehurst, May 5-7. Dr. Millard D. Hill, 203 Capitol Club Bidg., 
Raleigh, Secretary. 

PIEDMONT ProcioLocic Society, Charlotte, N. C., March 29-30. Dr. B. 
Richard Jackson, 224 Hillsboro St., Raleigh, N. C., Secretary. 

Post GRADUATE INSTITUTE OF THE PHILADELPHIA COUNTY MEDICAL Society, 
Bellevue-Stratford Hotel, Philadelphia, April 1-4. Dr. Thomas M. 
Durant, 301 South 21st St.. Philadelphia 3, Director. 

RHODE ISLAND Mepicat Society, Providence, May 6-8. Dr. Morgan Cutts, 
106 Francis St., Providence 3, Secretary. 

Society roR PepiatRic RESEARCH, Old Point Comfort, Va., May 5-6. Dr. 
Sydney S. Gellis, 300 Longwood Ave, Boston 15, Secretary. 

Society OF AMERICAN BACTERIOLOGISTS, Hotel Statler, Boston, April 27- 
May,1. Dr. Henry W. Scherp, 260 Crittenden Bivd., Rochester 20, N. Y.., 
Secretary. 

SOUTHEASTERN SECTION, AMERICAN UROLOGICAL ASSOCIATION, Boca Raton, 
Fia., April 2-5. Dr. Russell B. Carson, Sweet Bidg., Fort Lauderdale, 
Fla., Secretary. 

TENNESSEE STATE Mepicat Association, Andrew Johnson Hotel, Knox- 
ville, April 7-9. Mr. V. O. Foster, 504 Doctors Bldg., Nashville 3, 
Executive Secretary. 

Texas Mepicat Association, Dallas, May 4-7. Dr. Sam N. Key Sr., 700 
Guadalupe St., Austin 3, Secretary. 

WESTERN ASSOCIATION OF INDUSTRIAL PHYSICIANS AND SURGEONS, Biltmore 

Hote!, Los Angeles, April 26. Dr. David D. Holaday, American Can 

Company, Third and 20th Sts., San Francisco 7, Secretary. 
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INTERNATIONAL 


AUSTRALASIAN MEeEpicat ConGress, Melbourne Victoria, Australia, Aug. 
22-30. Dr. C. H. Dickson, Medical Society Hall, 426 Albert St., East 
Melbourne, Victoria, Australia, Hon. General Secretary. 

COMMONWEALTH AND EMPIRE HEALTH AND TUBERCULOSIS CONFERENCE, 
Central Hall, London, England, July 8-13. Dr. J. H. Harley Williams, 
Tavistock House North, Tavistock Sq., London, W.C.1, England, Sec- 
retary General. 

CONGRESS OF THE INTERNATIONAL DIABETES FEDERATION, Leyden, Nether- 
lands, July 7-12. Dr. F. Gerritzen, 33, Prinsegracht, The Hague, Nether- 
lands, Secretary. 

EUROPEAN CONGRESS OF CarDIOLOGY. University of London, Bloomsbury, 
W.C.1, England, Sept. 10-12. Dr. K. Shirley Smith, 35 Wimpole St., 
London, W.1, England, Secretary. 

EvuROPEAN SOCIETY OF CARDIOVASCULAR SURGERY, Strasbourg, France, Oct. 
3-4. Sir James Learmonth, Department of Surgery, University New 
Buildings, Edinburgh 8, Scotland. 

INTERAMERICAN CARDIOLOGICAL CONGRESS, Buenos Aires, Argentina, Aug. 
31-Sept. 7. Dr. Blas Moia, Larrea 1132, Buenos Aires, Argentina, 
Secretary-General. 

INTER-AMERICAN CONGRESS OF PUBLIC HeaALTH, Havana, Cuba, Sept. 27- 
Oct. 1. Pan-American Sanitary Bureau, 2001 Connecticut Ave., Wash- 
ington, D. C. 

INTER-AMERICAN CONGRESS OF RADIOLOGY, Mex‘2o City, Mexico, Nov. 2-6. 
Dr. Guido Torres Martinez, Marsella No. 11, Mexico, D.F., Sectetary- 
General. 

INTERNATIONAL COLLEGE OF SURGEONS, Madrid, Spain, May 20-24. Dr. 
Max Thorek, 850 West Irving Park Road, Chicago, UL, U. S. A, 
Secretary-General. 

INTERNATIONAL CONGRESS OF BIOCHEMISTRY, Paris, France, July 21-27. 
Prof. Jean Courtois, 4, Avenue de l’Observatoire, Paris 6°, France, 
Secretary. 

INTERNATIONAL CONGRESS OF COMPARATIVE ParHotoGcy, Madrid, Spain, 
May 4-11. Prof. Carda-Aparici, Calle Fernando V1.8, Madrid, Spain, 
Secretary. 

INTERNATIONAL CONGRESS OF DERMATOLOGY AND SyPHILOLOGY, London, 
England, July 21-26. Dr. Gordon B. Mitchell-Heggs, 5, Lisle St., 
London, W.C.2, England, General Secretary. 

INTERNATIONAL CONGRESS ON DtaneTes, Leyden, The Netherlands, July 
7-12. Dr. F. Gerritzen, 33, Prinsegracht, The Hague, Netherlands. 

INTERNATIONAL CONGRESS ON DISEASES OF THE CHEST, Rio de Janeiro, 
Brazil, Aug. 24-30. Mr. Murray Kornfeld, 112 East Chestnut St., Chicago 
11, Illinois, Executive Secretary. 

INTERNATIONAL CONGRESS OF HAEMATOLOGY, Mar del Plata, Argentina, 
Sept. 21-26. Dr. Carlos Reussi, Anchorena 1710, Buenos Aires, Argen- 
tina, Secretary. 

INTERNATIONAL CONGRESS OF HEALTH TECHNICIANS, Palais de la Mutualite, 
Paris, France, June 9-14. Secretariat General, 6 Square Desaix, Paris 
XV°*, France. 

INTERNATIONAL CONGRESS OF THE History oF MEDICINE, Nice-Cannes, 
France, and Monaco, Sept. 8-18. Dr. F. A. Sondervorst, 124 Avenue 
des Allies, Louvain, Belgium, Secretary-General. 

INTERNATIONAL CONGRESS OF INTERNAL Mepicine, Friends House, London, 
N.W.1, Eng. Sept. 15-18. Sir Harold Boldero, i2 Pall Mall East, 
London, S.W.1, England, Secretary. 

INTERNATIONAL CONGRESS ON Mepicat Records, London, England, Sept. 
7-12. Miss Gwen Perkins, 120 C Street S.E., Washington, D. C., Chair- 
man. 

INTERNATIONAL CONGRESS OF MEDICINE AND Sport, Paris, France. May 29- 
June 1. Prof. Chailley-Bert, 1 rue Lacretelle, Paris 15°, France, Chair- 
man. 

INTERNATIONAL CONGRESS ON NEUROPATHOLOGY, Rome, Italy, Sept. 8-13. 
Dr. Armando Ferraro, 722 W. 168th St., New York, N. Y., U. S. A,, 
Secretary General. 

INTERNATIONAL CONGRESS OF OTO-NEFURO-OPHTHALMOLOGY, Lisbon and 
Estoril, Portugal, April 22-26. Prof. Diogo Furtado, Servico de Neur- 
ologia, Hospital dos Capuchos, Lisbon, Portugal, General Secretary. 

INTERNATIONAL CONGRESS OF PHysicat Mepicine, London, England, July 
14-19. Dr. A. C. Boyle, 45, Lincoln’s Inn Fields, London, W.C.2, 
England, Hon. Secretary. 

INTERNATIONAL CONGRESS OF PHYSIOPATHOLOGY OF ANIMAL REPRODUCTION 
AND ARTIFICIAL INSEMINATION, Copenhagen, Denmark, July 7-10. Prof. 
Ed. Sorensen, The Royal Veterinary and Agricultural College, Biilow- 
13, Copenhagen V, Denmark. 

INTERNATIONAL CONGRESS FOR THERMALISM AND CLIMALOTHALASSOTHERAPY, 
Nice-Cannes, France, April 3-8. 

INTERNATIONAL CONGRESS OF UROLOGY, New York, N. Y., U. S. A., Sept. 
15-18. Dr. John A. Taylor, 2 East 54th St., New York, N. Y., U.S. A. 
Secretary-General. 

INTERNATIONAL SOCIETY OF GEOGRAPHIC PATHOLOGY, Liége, Belgium, July 
15-18. Dr. Fred C. Roulet, Habelstr. 24, Basei, Switzerland, Secretary 
General. 

INTERNATIONAL UNION AGAINST TUBERCULOSIS, Rio de Janeiro, Brazil, 
Aug. 24-27. Prof. Etienne Bernard, 66 Bivd. St. Michel, Paris 6e, France, 
Secretary-General. 

NEURORADIOLOGIC SYMPOSIUM, Stockholm, Sweden, Sept. 17-20. Docent 
Ake Lindbom, Symposium Neuroradiologicum, Serafimerlasarettet, Stock- 
holm K., Sweden, Secretary. 

PAN-AMERICAN CONGRESS OF GASTROENTEROLOGY, Mexico City, D.F., May 
11-17. Dr. R. Flores-Lopez, Calle Dr. Balmis, No. 148, Mexico City, 
D.F., Secretary. 

PAN-EUROPEAN CONGRESS OF GASTROENTEROLOGY, Bologna, Florence and 
Rome, Italy, Apri! 20-26. Prof. Guido Bassi, Policlinic of St. Orsola, 
Bologna, Italy, Secretary. 

Wor_p Mepicat Association, Athens, Greece, Oct. 12-16. Dr. Louis H. 
Bauer, 2 East 103d St., New York 29, N. Y., Secretary General. 
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DEATHS 


Hughes, Byron James, Winnebago, Wis.; born in Wyocena, Wis., 
April 28, 1904; University of Wisconsin Medical School, Madi- 
son, 1931; preceptor at his alma mater; chairman of the medical 
section, department of Veterans Affairs; psychiatrist, medical re- 
view board, Selective Service from 1943 to 1947; specialist cer- 
tified by the American Board of Psychiatry and Neurology; past 
president of the Winnebago County Medical Society and the Mil- 
waukee Neuropsychiatric Society; served as vice-speaker and 
speaker of the House of Delegates of the State Medical Society 
of Wisconsin: member of the American Medical Association, 
American Psychiatric Association, American Association on 
Mental Deficiency, Wisconsin Society of Mental Health, Ameri- 
can College of Physicians, and the Wisconsin Anti-Tuberculosis 
Association; lecturer in psychiatry from 1934 to 1942 at Mercy 
Hospital School of Nu.-sing, Oshkosh, where he was a council 
member; consultant, Alexian Brothers Hospital, Oshkosh; senior 
physician from 1933 to 1936, institutional physician, 1936-1937, 
assistant superintendent and clinical director from 1937 to 1939, 
acting superintendent, 1939-1940, and since 1940 superintend- 
ent, Winnebago State Hospital; chairman, department of psychi- 
atry, Mercy Hospital in Oshkosh, where he died Jan. 15, aged 
47, of cerebral hemorrhage and hypertensive cardiovascular 
disease. 

Phelps, Olney Draper # Worcester, Mass.; born in Brattleboro, 
Vt., Jan. 22, 1881; Dartmouth Medical School, Hanover, N. H., 
1907; specialist certified by the American Board of Urology; an 
Associate Fellow of the American Medical Association; mem- 
ber of the American Urological Association; fellow of the 
American College of Surgeons: surgeon, Holden District Hos- 
pital in Holden; urologist, Belmont Hospital in Worcester; con- 
sultant in urology, Fairlawn and St. Vincent’s hospitals in Wor- 
cester, Harrington Memorial Hospital in Southbridge, and Web- 
ster District Hospital in Webster, and consultant in genitoinfec- 
tious diseases, Massachusetts Memorial Hospital in Boston; 
killed Dec. 14, aged 70, by a demented patient. 


Spiegel, Leo ® New York: born in New York City in 1879; 
Columbia University College of Physicians and Surgeons, New 
York, 1901; served as clinical professor of dermatclogy and 
syphilology at New York University College of Medicine: 
specialist certified by the American Board of Dermatology and 
Syphilology: member of the American Academy of Dermatology 
and Syphilology:; past president of the Yorkville Medical Society; 
secretary and chairman of the sections on dermatology and 
syphilology of the Medical Society of the State of New York and 
the New York Academy of Medicine: on the staffs of Bellevue 
Hospital and Lenox Hill Hospital, where he died Dec. 17, aged 
72, of myocardial infarction. 


Kauvar, Solomon Salkind ® Denver; University of Chicago, the 
School of Medicine, 1934; associate clinical professor of medi- 
cine at University of Colorado School of Medicine; specialist 
certified by the American Board of Internal Medicine; certified 
by the National Board of Medical Examiners; member of the 
American Trudeau Society; fellow of the American College of 
Physicians; served as chairman of the Denver Health and Hos- 
pital Board; chief division of medicine, Denver General Hos- 
pital; attending physician, Colorado General, General Rose 
Memorial, Mercy, St. Joseph’s and National Jewish hospitals; 
died Dec. 25, agéd 41, of astrocytoma of the brain. 


Allyn, Gurdon Spicer, Mystic, Conn.; University of Pennsyl- 
vania Department of Medicine, Philadelphia, 1903; served over- 
seas during World War I; at one time health officer of New 
London; on the staff of the Lawrence and Memorial Associated 
Hospitals in New London; died Dec. 28, aged 72, of heart 


. disease. 


Bachmann, Rudolf Friedhold # Fitchburg, Mass.; Cornell Uni- 
versity Medical College, New York, 1932; member of the New 
England Obstetrical and Gynecological Society; fellow of the 


#* Indicates Fellow of the American Medical Association. 


American College of Surgeons: certified by the National Board 
of Medical Examiners; on the staff of Burbank Hospital: died in 
Evanston, Wyo., Nov. 12, aged 44, in a Union Pacific train 
accident. 


Bailey, Frank Marion, Oklahoma City; Kansas City (Mo.) Medi- 
cal College, 1901; member of the American Medical Associa- 
tion; served during World War I; formerly medical examiner 
for the Oklahoma National Life Insurance Company; died Dec. 
30, aged 79, of carcinoma of the stomach. 


Berkowitz, Joseph Judah, New York; Cornell University Medi- 
cal College, New York, 1923; served in the Pacific theater dur- 
ing World War II; formerly on the staffs of Flower and Fifth 
Avenue Hospital, Metropolitan Hospital, and Beth David Hos- 
pital; died in Bellevue Hospital Jan. 1, aged 54, of myocardial 
infarction. 


Boal, George Fay, Franklin, Pa.; Western Pennsylvania Medi- 
cal College, Pittsburgh, 1895; died Jan. 15, aged 80. 


Brock, Charles LeRoy ® Albuquerque, N. Mex.; George Wash- 
ington University School of Medicine, Washington, D. C., 1911; 
died Jan. 5, aged 67. 


Brown, George O., Buckhannon, W. Va.; Eclectic Medical In- 
stitute, Cincinnati, 1892; died recently, aged 8&5, of coronary 
occlusion. 


Brown, H. D., Summerville, Ga.: Memphis (Tenn.) Hospital 
Medical College, 1910; member of the American Medical Asso- 
ciation; vice-president of the Farmers and Merchants Bank: died 
in Riegel Community Hospital, Trion, Jan. 7, aged 66, of coro- 
nary thrombosis. 


Clark, Guy, Sulphur, Okla.; University of Arkansas School of 
Medicine, Little Rock, 1908; died Nov. 22, aged 77. 


Claytor, John Bunyan, Roanoke, Va.; Leonard Medical School, 
Raleigh, N. C., 1907; died recently, aged 73, probably of acute 
coronary occlusion. 


Crowley, John Joseph, San Francisco; College of Physicians 
and Surgeons of San Francisco, 1902; served in the state legisla- 
ture for many years, first as an assemblyman and later as sena- 
tor; at one time associated with the epidemiology department of 
the city health department; formerly superintendent of Mendo- 
cino State Hospital in Talmage; died Dec. 30, aged 76. 


Davis, Reuben, Philadelphia: Jefferson Medical College of Phila- 
delphia, 1929; member of the American Medical Association; 
assistant professor of medicine, Temple University School of 
Medicine: died Dec. 24, aged 47. 

DeFreest, Herbert Edwin, Troy, N. Y.; Albany (N. Y.) Medical 
College, 1893; county welfare physician for many years: served 
on the staffs of Samaritan and Troy hospitals: died Dec. 25. 


Dougherty, Milton Maust, Mechanicsburg, Pa.: Jefferson Medi- 
cal College of Philadelphia, 1891; died Nov. 22, aged 82. 


Elligan, Harry Paul, Detroit: Meharry Medical College, Nash- 
ville, Tenn., 1916; died recently, aged 61, of cerebral hemor- 
rhage and essential hypertension. 


Emery, Harry Smith * Portland, Maine: born in Buxton, Maine, 
Jan. 23, 1872, Jefferson Medical College of Philadelphia, 1897; 
life member of the American College of Physicians; in 1937 
president of the Cumberland County Medical Society; in 1947 
awarded a S50 year medal by the Maine Medical Association; 
from 1914 to 1919 instructor in clinical medicine at the Bowdoin 
Medical School, where he was later assistant professor of medi- 
cine; affiliated with Maine General Hospital; died recently, aged 
79, of chronic myocarditis and arteriosclerosis. 

Engle, Jacob Lenhert, Oxford, Pa.; Medico-Chirurgical College 
of Philadelphia, 1911; member of the American Medical Asso- 
ciation: served during World War 1; died Dec. 30, aged 63, of a 
heart attack. 
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Fleming, John Clifton, Hartford, Ala.; Medical College of Ala- 
bama, Mobile, 1891; died recently, aged 80, of arteriosclerotic 
heart disease. 


Gannone, Peter, Philadelphia; Temple University School of 
Medicine, Philadelphia, 1925; member of the American Medical 
Association; on the staff of St. Agnes Hospital: died Dec. 23, 
aged 51, of coronary thrombosis. 


Gardner, Arthur Parcel, Scranton, Pa.; Hahnemann Medical 
College and Hospital of Philadelphia, 1909; served as president 
of the county school board and the Elmhurst School Board; died 
in Hahnemann Hospital Dec. 24, aged 68. 


Green, Floyd Wesley, Newport News, Va.; Howard University 
College of Medicine, Washington, D. C., 1929; died Oct. 26, 
aged 49, of chronic hepatitis. 


Harbeck, Edward Vincent, Weaverville, N. C.; North Carolina 
Medical College, Davidson, 1905; died Oct. 17, aged 86, of ar- 
teriosclerotic heart disease. 


Hines, Joseph Howard, Atlanta, Ga.; University of Vermont 
College of Medicine, Burlington, 1900; specialist certified by the 
American Board of Internal Medicine; formerly on the faculty 
of Emory University School of Medicine; served overseas dur- 
ing World War I; affiliated with Grady Hospital; on the staff of 
St. Joseph’s Infirmary; died Dec. 3, aged 72, of carcinoma of 
the bladder. 


Hirsch, kdward Klaus, Baton Rouge, La.: Tulane University of 
Louisiana School of Medicine, New Orleans, 1914; member of 
the American Medical Association; fellow of the American Col- 
lege of Surgeons; served during World War II; affiliated with 
Our Lady of the Lake Sanitarium and Baton Rouge General 
Hospital; died Dec. 26, aged 59, of heart disease. 


Hurley, Thomas A., Macon, Ga.; College of Physicians and Sur- 
geons, Baltimore, 1904; member of the American Medical As- 
sociation; died Dec. 21, aged 72. 


Johnston, Joseph Boudinot Jr., Kannapolis, N. C.; Tulane Uni- 
versity of Louisiana School of Medicine, New Orleans, 1940; 
member of the American Medical Association; served during 
World War II; died in Statesville Dec. 16, aged 37. 


Kenney, William, Paris, Ky.; Kentucky School of Medicine, 
Louisville, 1898; died Dec. 27, aged 74, of a heart attack. 


Knight, George Beale, Camden, N. J.; Medico-Chirurgical Col- 
lege of Philadelphia, 1905; died in Gloucester Nov. 26, aged 72, 
of arteriosclerotic heart disease. 


Lanier, Leon Ivey, Soperton, Ga.; Atlanta School of Medicine, 
1909; member of the American Medical Association; died Nov. 
17, aged 67, of cerebral hemorrhage. 


McCarty, Justin Stanislaus ® Longview, Wash.; University of 
Oregon Medical School, Portland, 1927; on the staff of Cowlitz 
General Hospital; died Dec. 27, aged 52, of coronary thrombosis. 


McCoy, Benjamin Franklin, Hamilton, Ohio; Medical College 
of Evansville, Ind., 1878; died Dec. 11, aged 93. 


McDaniel, Floyd Cleveland, New York; Medical College of 
South Carolina, Charleston, 1911; fellow of the American Col- 
lege of Surgeons; died Dec. 31, aged 67. 


Mambert, John Wellington ® Hudson, N. Y.; Albany (N. Y.) 
Medical College, 1913; served during World War I; on the staff 
of Columbia Memorial Hospital, where he died Jan. 24, aged 67, 
of heart disease. 


Mangurian, Armen Steven, Manchester, N. H.; Dartmouth 
Medical School, Hanover, 1907; member of the American Medi- 
cal Association; on the staff of the Sacred Heart Hospital; died 
Dec. 15, aged 74, of coronary thrombosis. 


Martcerell, Abelardo, Tampa, Fla.; Tulane University of Louisi- 
ana School of Medicine, New Orleans, 1921; died Dec. 2], 
aged 54. 


Nabers, Samuel Faust, Birmingham, Ala.; Medical Department 
of Tulane University of Louisiana, New Orleans, 1909; member 
of the American Medical Association; specialist certified by the 
American Board of Ophthalmology; on the staff of St. Vincent’s 
Hospital; died Dec. 15, aged 77, of aneurysm of the aorta. 
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Nelson, Norman Oscar, Orlando, Fla.; Johns Hopkins Univer- 
sity School of Medicine, Baltimore, 1904; died Nov. 28, aged 
74, of acute coronary occlusion. 


Newman, Leon, Boston; College of Physicians and Surgeons, 
Boston, 1904; died Dec. 27, aged 79, of coronary occlusion. 


Oakland, Harry Gustaf ® Milwaukee; Wisconsin College of 
Physicians and Surgeons, Milwaukee, 1904; member of the In- 
dustrial Medical Association; at one time medical examiner for 
the fire and police commission; died Dec. 31, aged 73, of coro- | 
nary arteriosclerosis. 


Peavy, Ira Lee © Santa Fe, N. Mex.; University of Colorado 
School of Medicine, Denver, 1924; director of the venereal dis- 
ease division of the state department of public health; died Dec. 
25, aged 62, of cerebral hemorrhage. 


Perkins, Harry Bradford ® Haverhill, Mass.; University of Ver- 
mont College of Medicine, Burlington, 1903; fellow of the 
American College of Surgeons; consulting surgeon, Haverhill 
Municipal Hospital; died Dec. 19, aged 72. 


Potter, William Hale * La Mesa, Calif.; University of Buffalo 
School of Medicine, 1897; an Associate Fellow of the American 
Medical Association; served overseas during World War I; on 
the staffs of Mercy and County hospitals in San Diego; died Dec. 
28, aged 82, of coronary thrombosis. 


Ramer, Paul William, Emmaus, Pa.; University of Pennsyl- 
vania School of Medicine, Philadelphia, 1926; member of the 
American Medical Association; for many years on the staff of 
the Allentown (Pa.) General Hospital; died Dec. 31, aged 50, 
of malnutrition, secondary to anxiety neurosis. 


Reeves, Riley Jefferson, Leicester, N. C.; Vanderbilt University 
School of Medicine, Nashville, Tenn., 1913; member of the 
American Medical Association; died Nov. 9, aged 60, of acute 
congestive heart failure. 


Reynolds, Horace Maxwell, Cairo, Ga.; University of Georgia 
School of Medicine, Augusta, 1943; member of the American 
Medical Association; served during World War II; drowned in 
Tallahassee, Fla., Nov. 19, aged 33, in a motorboat accident, 
Roberts, Lily, Fort Worth, Texas; Physio-Medical College of 
Texas, Dallas, 1908; member of the American Medical Asso- 
ciation; died Nov. 5, aged 75, of cerebral hemorrhage. 

Scott, Walter, Headland, Ala.; Atlanta School of Medicine, 
1910; died recently, aged 65, of pulmonary tuberculosis. 
Spence, George Segars, Vineland, N. J.; Jefferson Medical Col- 
lege of Philadelphia, 1905; died Nov. 30, aged 60, of pulmonary 
emphysema. 

Taylor, John Francis, Mobile, Ala.; Meharry Medical College, 
Nashville, Tenn., 1916; died recently, aged 62, of cerebral 
hemorrhage. 

Tidd, Charles Henry, Whittier, Calif.; University of Pennsyl- 
vania School of Medicine, Philadelphia, 1912; died Nov. 2, aged 
62, of bronchiectasis and congestive heart failure. 


Timberlake, Claude Vernon, Youngsville, N. C.; Jefferson Medi- 


cal College of Philadelphia, 1915; died Nov. 16, aged 60, of coro- . 


nary occlusion, 


Vandiver, Horace Greely, Trenton, Ala.; Vanderbilt University 
School of Medicine, Nashville, Tenn., 1915; died in Huntsville 
Nov. 8, aged 70, of coronary occlusion. 


DIED WHILE IN MILTARY SERVICE 


Martin, Gerald Arthur ® lieutenant, U. S. Navy, Towson, 
Md.; Medical College of Virginia, Richmond, 1946; served 
an internship and residency at University Hospital in 
Baltimore; in July, 1947, began active duty as a lieutenant 
(jg) in the medical corps of the U. S. Naval Reserve; later 
transferred to the regular navy; died in Isehara, Japan, 
Sept. 27, aged 28, of injuries received in an airplane 
accident. 
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Dr. Mider Becomes Scientific Director—Dr. G. Burroughs 
Mider, professor of cancer research at the School of Medicine 
and Dentistry at the University of Rochester, New York, has 
been appointed scientific director at the National Cancer Insti- 
tute of the National Institutes of Health. Dr. Mider will be 
responsible for the intramural research of the National Cancer 
Institute. In 1938 he was appointed a National Cancer Institute 
research fellow and assigned to the University of Rochester 
under Dr. John J. Morton. 


Dr. Mider and Dr. Morton were among the first cancer re- 
search workers to produce skin cancer in laboratory animals 
with a single application of a chemical of known composition, 
the first to produce leukemia in experimental animals under 
controlled conditions, and the first to show that solvents of a 
cancer-causing agent might also inhibit the ability of that agent 
to cause cancer. 


Dr. Mider in 1941 became instructor in pathology at the Medi- 
cal College of Cornell University. He was made assistant pro- 
fessor the next year and remained at Cornell until 1944, when 
he joined the faculty of the Medical School of the University 
of Virginia as associate professor of pathology. Since 1945 he 
has been on the faculty of the School of Medicine and Dentistry 
at the University of Rochester, first as research associate, and 
since 1948 as professor of cancer research and coordinator of 
cancer teaching. He is also a consultant to the Rochester Labo- 
ratories of the Atomic Energy Commission. He became a diplo- 
mate of the American Board of Pathology in 1945. 


Laboratory Training Courses.—The following schedules of lab- 
oratory training courses for 1952 have been announced by the 
Communicable Disease Center: 

Bacterial diseases: part 1, general bacteriology, Sept. 2-12; part 2, gen- 
eral bacteriology, Sept. 15-26. 

Enteric diseases: enteric bacteriology, Sept. 20 to Oct. 10. 

Microbiology for public health nurses, May 19-23. 

Mycology: part 2, systemic fungi, April 14-25. 

Parasitic diseases: part 1, intestinal parasites, Sept. 2-26; part a, blood 
parasites, Sept. 29 to Oct. 17. 

Pulmonary mycoses, Nov. 24 to Dec. 12. 

Rabies, April 7-11 and Dec. 1-5. 

Syphilis: serology, April 14-25, May 12-23, Sept. 8-19, and Oct. 13-24; 
preparation and use of controls in serologic tests, Nov. 3-21. 

Tuberculosis, April 14-25, and Nov. 10-21. 

Venereal diseases, May 12-16. 

Virus diseases, Nov. 10-21. 


Courses in laboratory diagnosis designed for laboratory di- 
rectors, senior laboratory staff members, physicians, and others 
of comparable professional standings are as follows: 

Bacterial diseases, May 12-16, and Oct. 27-31. 

Parasitic diseases, May 12-16, and Nov. 10-14. 

Tuberculosis, May 19-23, and Novy. 3-7. 

Venereal diseases, May 12-16. 

Virus diseases. May 12-16, and Nov. 24-28. 

Medical mycology: laboratory methods, Nov. 17-21. 

Treponema pallidum; immobilization test, May 19-23. 


Information should be requested from the Laboratory Train- 
ing Services, Communicable Disease Center, Public Health 
Service, P. O. Box 185, Chamblee, Ga. 


Last Year’s Record in Live Births.—in the United States last 
year the live births exceeded 3,800,000 for the second time in 
history, according to vital statistics released March 6 by the 
Public Health Service. The 1951 total may be an all-time high 
for the United States, the service said. The number of children 
born in 1951 was estimated at 3,833,000 as compared with the 
3,818,000 born in 1947, the previous record year. The annual 
birth rate for 1951, based on registered births alone, rose to 
24.5 per thousand population, an increase of 4.3% over 1950. 

The infant mortality rate, which dropped for the 15th straight 
year, helped to swell the 1951 addition to the infant population. 


Infant deaths last year occurred at the rate of 28.8 per thousand 
live births, contrasted with a rate of 47.4 in 1940 and 64.8 in 
1930. The over-all death rate, 9.7 per thousand population, 
showed virtually no change from 1950. The mortality level has 
now been below 10 deaths per thousand population for four 
years in a row, 


Examination for Sanitary Engineers—Competitive examina- 
tions for the appointment of officers as sanitary engineers in the 
regular corps of the United States Public Health Service will 
be held on June 3-5 at a number of points throughout the United 
States. Applications must be received no later than April 30, 
1952. A regular corps appointment is permanent in nature and 
provides an opportunity for a qualified engineer to make a life 
career in engineering as it relates to the protection and promotion 
of public health. 

Application forms may be obtained by writing to the Surgeon 
General, Public Health Service, Federal Security Agency, Wash- 
ington 25, D. C., Attention: Division of Commissioned Officers. 


VETERANS ADMINISTRATION 


Korean Veterans.—The Veterans Administration announced 
March 10 the number of military personnel who have returned 
to civilian life as veterans since the Korean conflict started 
June 27, 1950. By January, 1952, there were 655,000 living vet- 
erans who had had U. S. military service since the Korean con- 
flict began. This is an average discharge rate of nearly 35,000 
a month for the 19 month period. As of Dec. 31, 1951, a total 
of 3,988 were drawing compensation for service-connected dis- 
abilities or pension for nonservice-connected disabilities. 

VA hospitalization was being provided on Jan. 31, 1952, for 
1,862 veterans with service since Korea. In addition to living 
veterans with service since Korea, the VA was furnishing benefits 
to dependents of deceased veterans of the Korean conflict. As of 
Dec. 31, 1951, 17,061 dependents of 8,895 such deceased veterans 
were receiving VA death compensation or pension. On the same 
date, VA had allowed 4,521 claims for indemnity payments to 
survivors under Public Law 23, the Servicemen’s Indemnity and 
Insurance Acts of 1951. This is the law that provides a free in- 
demnity of up to $10,000 less any GI insurance in force for the 
immediate family of eligible servicemen and women who die in 
service or within 120 days of their discharge from service. 


Vacancies for Residents.—The Crile Veterans Administration 
Hospital of Cleveland announces that there are several vacancies 
for residents in internal medicine, psychiatry, neurology, and 
otolaryngology beginning July 1, 1952. Physicians interested 
should apply to Dr. Joseph T. Wearn, Chairman, Dean’s Com- 
mittee, Western Reserve University School of Medicine, 2065 
Adelbert Rd., Cleveland 6, Ohio, or to Dr. Leon Ross, Chief, 
Professional Services, Veterans Administration Hospital, 7300 
York Rd., Cleveland 29, Ohio. 


Personal.—Isaac D. Welt, Ph.D., has been appointed assistant 
director and principal scientist of the Radioisotope Unit, Vet- 
erans Administration Hospital, Houston, Texas, and assistant 
professor of biochemistry at Baylor University College of Medi- 
cine. Dr. Welt was formerly on the staff of the division of nutri- 
tion and physiology of the Public Health Research Institute of 
the City of New York, Inc. 


Staff Psychiatrist Wanted.—There is an opening for a staff psy- 
chiatrist at the Veterans Administration Hospital, Hines, Il. 
This hospital is located on the western outskirts of metropolitan 
Chicago. Certification or Board-eligibility is required. The sal- 
ary range is from $5,500 to $9,600, plus 25% for certification, 


J 


J.A.M.A., March 22, 1952 


FOREIGN LETTERS 


FINLAND 


Lumbar Sympathectomy for Arterial Disease.—Protessor Ham- 
alainen, who is in charge of the Kuopio County Hospital, has 
for years been interested in the treatment of obliterative disease 
of the arteries of the legs by lumbar sympathectomy or gangli- 
ectomy. One of his assistants, Dr. T. Gunnar Nystrom, recently 
made a systematic investigation of the results achieved by this 
operation in 143 patients thus treated from 1937 to 1943. Re- 
sults of this study have been published in a 127-page supple- 
ment to Acta Chirurgica Scandinavica. Among the 143 patients, 
106 were found suitable for critical analysis of their condition 
since the operation. The 143 patients were classified into four 
groups according to age on admission to the hospital. There 
were 24 patients in group | (under age 40), 46 in group 2 (ages 
10 to 49), 48 in group 3 (ages 50 to 59), and 25 in group 4 (over 
age 60). This simple classification was preferred, because of the 
comparatively difficult task of distinguishing by clinical stand- 
ards between the various forms of arterial disease for which this 
treatment is considered suitable. 

The 106 patients analyzed were classified according to their 
present condition: 37 showed improvement, 27 showed no sign 
of progress of the disease since the operation, 19 showed de- 
terioration, and 23 required a major amputation. Broadly speak- 
ing, about three-fifths of these patients had benefited from the 
operation or showed no progress of the disease after it. The 
patients in age groups 2 and 3 showed, on the whole, better 
results than patients in the youngest and oldest age groups. The 
duration of the disease before the operation apparently had no 
influence on the postoperative prognosis. The operation was 
followed, in many cases, by cessation or mitigation of spon- 
taneous attacks of pain, but intermittent claudication was rarely 
banished completely. although it may have been diminished in 
some cases. The disease seemed to be more amenable to opera- 
tive treatment when it was associated with other symptoms than 
when it dominated the clinical picture as a more or less isolated 
phenomenon. Of 28 patients who had open sores (usually small) 
at the time of the operation, there were ten whose sores had 
healed at the time of the follow-up examination. The various 
ischemic disturbances had improved in about one-half of the 
patients. In 21.5% of the patients amputations could not be 
avoided, in spite of the sympathectomy: 15 of the patients re- 
quiring amputation had open sores on the legs before the original 
operation, and five had had severe attacks of spontaneous pain. 
Some physicians believe that lumbar gangliectomy may delay 
the necessity for amputation for several years, but Dr. Nystrém 
found that more than one-fifth of these patients had to undergo 
an amputation, which, in most cases, took place within a year 
of the operation. In view of the varied postoperative careers 
of these patients, Dr. NystrOm states that he has experienced 
considerable difficulty in determining the general rules to be 
followed in selecting cases suitable for this treatment. 


Tapeworm Problems.— The tapeworm (Diphyllobothrium latum) 
is such a common parasite in Finland that, according to some 
authorities, about 20% otf the people harbor it. There are some 
areas in Eastern Finland in which every inhabitant is or has 
been at some time its host. According to Dr. Osmo Vartianinen 
of Helsingfors, the frequency of its occurrence in humans in this 
country ts a result of the prevalence of fish in the people's diet. 
Inadequate cooking and salting of fish that come from the many 
inland waters, as well as mass migrations due to war condi- 
tions, favor the continued prevalence of this parasite. Yet most 
of the people fail to take the necessary precautions, which are 
particularly apt to be neglected when frozen fish obtained from 
areas in which the worm is endemic are used. 

This worm may not cause harm comparable to that caused 
by tuberculosis and rheumatism, but it is a nuisance. Its host 
may have recurrent attacks of diarrhea as well as general 
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malaise, giddiness, emaciation, and lassitude; however, as a rule 
the host’s reaction is so slight that he is unaware of the worm’s 
presence until he finds it by chance in his feces or until it is 
discovered when he is examined for some other ailment. The 
frequency with which this worm causes pernicious anemia was 
probably underrated in the past. It is difficult to estimate the 
degree of invalidism and economic loss this worm inflicts on the 
community, but it has been calculated that over 100,000 treat- 
ments with extract of male fern (Aspidium [{Dryopteris] 
filixmas) are undertaken each year at a loss of at least one 
day’s work for each treatment. In addition, working capacity 
is impaired, because of the debilitating effects of the worm. In 
view of these national economic losses, there is a need for an 
educational campaign and for provision of a_ satisfactory 
anthelmintic. Extract of male fern has held its place in this 
field for decades, but it is by no means an ideal remedy, partly 
because of the difficulty of exactly standardizing its most potent 
constituent elements. It has been responsible for several deaths 
as well as for blindness. It is sold without a physician’s pre- 
scription and is often taken in haphazard fashion by patients 
who may not even harbor the worm and who are apt to neglect 
the important precaution of following this remedy with a purga- 
tive or an enema. They may also make the mistake of combin- 
ing an anthelmintic with alcohol, which promotes its absorption 
by the host. 


The Late Professor Suolahti.—Prof. Eino Suolahti, the distin- 
guished Finnish surgeon, died in 1951 from cerebral thrombosis. 
He was born on Nov. 7, 1879, with a family history in the best 
Finnish tradition. The son of a schoolmaster, he began his 
academic career as a chemist but soon switched to medicine. He 
qualified as a physician in 1909 and took his doctorate in 1926, 
with a study of the development of certain parts of the larynx. He 
practiced as an otolaryngologist in Helsingfors for many years 
and served as chairman of the medical society Duodecim and 
of the Finnish Medical Association. His gift for administration 
became well known and appreciated during his association with 
the hospital services in Helsingfors. When a crisis arose in the 
Finnish army medical service during the fighting between Fin- 
land and the U.S.S.R. in December, 1939, Field Marshal Man- 
nerheim called on him to take charge of this service. During 
the campaigns of 1939 and 1944, he did much to assure the 
smooth operation of this service. Suolahti combined a passionate 
devotion to the culture and political ambitions of his country 
with a gift for meeting his fellow beings with even-tempered 
suavity. 


ITALY 


Iron Metabolism in Patients with Jaundice.—Drs. Ferri and 
Scavo discussed iron balance in patients with hepatocellular type 
of catarrhal jaundice caused by angiocholitis and stasis, at a 
meeting of the Medicosurgical Society of Pisa, held under the 
chairmanship of Professor Massart. 

In all the patients observed, iron metabolism was studied 
before and after oral and parenteral administration of iron. 
Metabolic deviations were observed only in patients with hepato- 
cellular jaundice and with jaundice from stasis associated with 
a tumor of the head of the pancreas. There was a pronounced 
increase in the blood iron level, a decrease in absorption, and 
a normal excretion of iron, especially in patients with catarrhal 
jaundice of hepatocellular type. After oral administration of 
iron, the increase in the blood iron level was slight, and reten- 
tion of the ingested metal was also slight; after intravenous ad- 
ministration, the iron quickly disappeared from the circulation. 

In patients with jaundice resulting from an obstruction of 
the common bile duct, caused by tumors of the head of the 
pancreas, the blood iron level was normal or low, and absorp- 
tion was diminished. After oral administration of iron, the blood 
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iron level increased only slightly, and the ingested metal was 
almost completely excreted. 

On the contrary, iron metabolism was almost normal in pa- 
tients with jaundice caused by angiocholitis and lithiasis; in 
these patients, there were no evident functional alterations of 
the hepatic cell; otherwise, anomalies, similar to those seen in 
patients with catarrhal jaundice of hepatocellular type, were 
observed. 

The speakers concluded that diminution of the biliary flow 
does not cause changes in iron metabolism. In patients with 
catarrhal jaundice of the hepatocellular type, the high blood iron 
level may be attributed to faulty storage of the metal in the 
liver, because of the lesion of the hepatic cell; although excre- 
tion is carried out in the normal way, the high blood iron ievel 
arrests iron absorption at the level of the intestine. In patients 
with jaundice resulting from stasis from neoplasms of the pan- 
creas, the tendency to a low blood iron level and the poor re- 
tention of the ingested iron may be attributed to disturbances of 
digestion and absorption caused by the decreased biliary and 
pancreatic flow that are characteristic of pancreatic lesions. 


Society of Anesthesiology.—The southern section of the Italian 
Society of Anesthetists held a meeting in Naples under the chair- 
manship of Prof. Ettore Ruggieri. Drs. A. Ruggiero and F. 
Lezza reported on intravenous administration of procaine hydro- 
chloride. They discussed toxic reactions, emphasizing that even 
the severest complications are not fatal if treated in time. 
Numerous tests to prove sensitivity to procaine hydrochloride 
have been proposed; on the basis of Richard’s experiments, 
simultaneous administration of vitamin C in adequate doses 
diminishes the incidence of convulsive complications and in- 
creases tolerance to procaine. 

In discussing the use of procaine in anesthesiology and in 
postoperative treatment, the speakers, on the basis of the litera- 
ture and of their personal experience, classified intravenous pro- 
caine in the following way: (1) an adjuvant to anesthesia, (2) 
the only anesthetic agent, (3) an agent preventing and treating 
cardiovascular alterations that may occur during anesthesia and 
during operations on the thoracic cavities, (4) an agent prevent- 
ing and treating some forms of peripheral vascular insufficiency, 
and (5) an analgesic agent for the postoperative period. The 
largest doses used by various authors, as reported in the litera- 
ture, are 20 gm. in eight hours (Edmonds), 21 gm. in four hours 
(Bittrich), and 25 gm. in seven hours (Moreno). The largest dose 
administered by the speakers was 11 gm. in three and one-half 
hours. The largest total dose administered to the same patient 
before, during, and after operation was 29 gm. The speakers’ 
clinical material includes information on the administration of 
procaine in anesthesia to 93 patients who had operations on 
the neck, thorax, abdomen, and extremities and to 211 patients 
for postoperative treatment. They concluded that intravenous 
procaine used according to appropriate instructions, doses, and 
techniques may give gratifying results and suggested a wider 
adoption of the intravenous use of this drug. 

During the discussion period, Dr. Bracale pointed out the ad- 
vantages that the intravenous administration of procaine hydro- 
chloride has over surface analgesia of the tracheobronchial tree 
for tracheal intubation and bronchial exclusion, because it causes 
areflexia of the respiratory tracts. 

On the basis of his personal experience, Dr. Bracale expressed 
the opinion that intravenous procaine, as an adjuvant to any 
type of anesthesia, represents considerable progress and does 
not cause inconvenience or harm. Dr. Aghina, on the basis of 
his experience in French hospitals, asserted the utility and the 
advantages of anesthesia by intravenous administration of pro- 
caine hydrochloride; however, his method differs from that of 
the speakers. It consists in the infusion of a 1:1,000 solu- 
tion of procaine hydrochloride in a glucose solution combined 
with 0.50 gm. of thiopental (pentothal*) sodium for each gram 
of procaine given to the patient in his room 30 minutes before 
the operation. Anesthesia is completed with small doses of thio- 
pental sodium, nitrogen protoxide, and curare-like substances, 
In this way, intubation is made easier. The total dose admin- 
istered by Dr. Aghina is less than that of Drs. Ruggiero and 
Lezza. The speaker mentioned the contraindications for simul- 
taneous administration of physostigmine salicylate (eserine) 
and neostigmine. 
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Charges for Parts of Health Service.—The recently elected con- 
servative government has decided to make charges for various 
parts of the health service. These charges are designed to avoid 
abuse of the facilities of the service. In this time of financial 
crisis, the vast cost of the health service is a threat to the sol- 
vency of the country. Since the introduction of the service, there 
has been a steady increase in the number of prescriptions writ- 
ten from about 202,000,000 in 1948 to 229,000,000 at present. 
This has cost the taxpayers about $140,000,000 a year. There 
is little doubt that some patients, in the past, have made in- 
ordinate demands on the national medicine chest; for instance, 
there has been an increase in the use of such things as cotton 
wool. There is, however, a potential willingness on the part of 
physicians to encourage their patients to use less medicine. Prof. 
D. M. Dunlop, who, with several colleagues, has analyzed the 
contents of about 17,000 prescriptions written on the National 
Health Form E.C.10., thinks that physicians should be given 
the chance to educate their patients away from the “bottle of 
medicine” habit. One objection to the charges is that the money 
is to be collected by the physician himself, thus adding to the 
numerous petty nonmedical tasks with which the family phy- 
sician has to cope, and, if he neglects this new obligation to 
the Ministry of Health, he is likely to lose money, because an 
amount will be deducied from his salary equivalent to the 
amount he should have collected for the prescriptions he issued. 

War pensioners are exempt from the charges, but persons with 
long and chronic illnesses have to pay for their prescriptions, 
even though it is not the genuinely chronically ill who are re- 
sponsible for nonessential prescribing. The scheme of charges 
will require such persons as old age pensioners to pay a charge 
for their medicine or undergo a means test before receiving na- 
tional assistance. The British Medical Journal calls for a clearer 
statement of policy on the part of the new conservative govern- 
ment. It has been computed that during the past year, there 
was an expenditure by Britons of $2,178,000,000 (£778,000,000) 
on tobacco, $1,366,000,000 (£488,000,000) on beer, $1,280,- 
000,000 (£650,000,000) on gambling, and $299,000,000 (£107,- 
006,000) on the cinema. One would think that token charges 
for medical services could well be borne by the British public. 
Token charges cannot, by any stretch of imagination, create a 
financial barrier to treatment; however, the old age pensioners 
and the debilitated, chronic sufferer, who is to have frequent 
medicaments and faces a long illness might require special con- 
sideration. So should the family physicians who are supposed to 
collect the charges. Surely, there are enough lay clerks in hos- 
pitals and attached to the Ministry of Health to cope with this 
new drudgery; however, perhaps any step is a good one if it 
quells the attitude of the welfare state, that is, “something for 
nothing.” A government that mollycoddles the citizen saps his 
initiative and his sense of responsibility and may bring his health 
into a parlous state. 


Survey of Prescriptions for Drugs.—Prof. D. M. Dunlop, 
F.R.C.P., and two colleagues have reviewed by statistical an- 
alysis of 17,301 prescriptions the relative frequency with which 
different drugs are prescribed. Material was collected from the 
department of therapeutics of the University of Edinburgh. The 
materials used were the prescriptions issued on form E.C.10 
of the National Health Service during September, 1949. They 
were anonymous, as the name of the prescribing practitioner had 
been deleted. Although the authors of the survey did not know 
how many family physicians took part, they thought the num- 
ber to be about 140. Prescriptions came from a cross section 
of the community, the areas from which they were derived being 
classified as the prosperous residential, the industrial, and the 
mixed suburban types. Districts of each type included several 
of dissimilar geographic and administrative distribution. For 
instance, districts of the industrial type were taken from the 
north, from the midlands, and from the west of England. The 
first problem considered was whether the drugs prescribed were 
proprietary or nonproprietary. It was found that approximately 
21% of prescriptions written were for proprietary drugs. There 
was reason to believe that this percentage had risen in the past 
year. Mixtures and tablets accounted for 68% of all prescrip- 
tions; dressings and appliances accounted for 9°, whereas in- 
jections formed only 1.5% of the total. This suggested that this 
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method of administering drugs, which was so popular in Con- 
tinental Europe, was not a feature of English medical practice. 
Another 1.5% of the total prescriptions was devoted to powders. 
Stomach powders, in particular, gave place to more expensive 
and cumbersome mixtures. 

As for the actual drugs, or groups of drugs, it was found, 
and the authors regard it as a significant commentary on pres- 
ent day conditions, that hypnotics and sedatives formed the 
largest group, being 15% of all the drugs prescribed. This 15% 
was made up of 9.4% barbiturates and 5.8% bromides. Chloral 
hydrate was only occasionally incorporated in the bromide mix- 
ture. The authors thought it strange that this hypnotic should 
so seldom find its way into the prescriptions. Those prescriptions 
that came under the heading of tonics were found to include 
many “elegant and complex recipes.” They seemed little more 
than placebos of doubtful value. Expectorant cough mixtures 
came under criticism because they contained a large proportion 
of sedative and the expectorant was often of an inadequate 
dosage and of doubtful effect, even if given in sufficient amounts. 
About 40% of the vitamin prescriptions were of a proprietary 
nature. The authors deplored this, as they were of the opinion 
that prescription of vitamins was unnecessary in England, whose 
food supply, although meager, is cheap, and, if care is taken in 
the choosing and cooking of the food, there should be no 
avitaminosis. There is, perhaps, some justification for the pre- 
scription of ascorbic acid during the winter months. 

Penicillin formed about 4% of the total prescriptions, 6.9% 
of these consisting of parenteral injections; however, 30% of 
the penicillin prescriptions were for oral preparations and more 
than 40% for penicillin ointments. This may be accounted for 
by the fact that many injections may have been given from the 
family physician's own stock. A remarkably small number of 
prescriptions for epinephrine appeared, in view of the fact that 
asthma is such a common condition. Iron, on the whole, was 
prescribed according to British Pharmacopoeia standards. Iron 
and strychnine mixtures were generally classified as tonics. There 
was a curiously low number of prescriptions for laxatives, sug- 
gesting that many persons still buy their laxatives from druggists. 
Another curious anomaly was that liver preparations were 
ordered 118 times in comparison with 68 prescriptions for in- 
sulin, suggesting that liver was often prescribed as a general 
tonic or aS an antianemia therapy in patients other than those 
suffering from anemia that required a hemopoietic factor. This 
is indeed strange, as diabetes is a common disease, and megalo- 
blastic anemias are comparatively rare. The increased popularity 
of amphetamine is brought out in this survey, the drug being 
prescribed 218 times. Diacetylmorphine (heroin) made up about 
one-third of prescriptions for the stronger analgesics. Among the 
more rarely prescribed drugs was mersalyl, which was prescribed 
fewer than 20 times, but it may have been often prescribed 
from a family physician’s own stores. Such multiple prepara- 
tions as a combination of iron, folic acid, and liver or hog’s 
stomach, which are unjustifiable on therapeutic grounds, were 
only rarely prescribed. Another interesting factor was the pre- 
scription of thiouracil, which was prescribed only twice in 17,301 
prescriptions. This is contrary to expectations, as the family 
physician often writes a prescription for maintenance treatment, 
the original treatment being carried out under hospital super- 
vision. The conclusion drawn from this is that the conserva- 
tive treatment of thyrotoxicosis is surprisingly uncommon in 
England. 

Professor Dunlop concludes his review by saying that its ob- 
ject was to show important trends in prescribing in an objective 
and uncontroversial manner. He thought it possible that good 
prescribing is often economical prescribing, and he was of the 
opinion that the writing of prescriptions should, if possible, be 
brought into line with the country’s financial difficulties. He 

also thought that the practice of teaching pharmacology in the 
preclinical years could probably be reviewed with some benefit 
and improvement made in the therapeutic knowledge of recently 
qualified physicians, 
— Reprieved.—The Ministry of Health has announced the 


lifting of the ban imposed 21 years ago on the importation of 
‘parrots, budgereegahs, and cockatoos. The following reasons are 
given for this step. 1. There has been no significant outbreak 
of psittacosis in this country since the ban was imposed. 2. It 
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is now known that psittacosis occurs in other birds, such as sea- 
gulls, ducks, and turkeys. 3. The disease is efficiently controlled 
by the antibiotics. Only one death from psitttacosis has occurred 
in England and Wales during the last 10 years. It is pointed out 
that the lifting of the ban does not affect other legal require- 
ments, e. g., the need for obtaining a Board of Trade license 
to import a seed eating bird. 


NORWAY 


ACTH from Whales.—Chemical manufacturers Nyegaard & 
Co. (Nyco) have for some time taken an active interest 
in the exploitation of the hypophyses of whales as a source 
of corticotropin (ACTH). Late in 1951, Dr. Evang, who is 
head of the Norwegian Ministry of Health, announced that 
Nyco and the whaling companies had made a gift of 25,000 
bottles of corticotropin for use in Norwegian hospitals where 
clinical research is being carried out in this field. During the 
last whaling season, some 9,000 whale hypophyses, weighing 
about 185 kg., were collected and dealt with as a source of cor- 
ticotropin. At the rates at the end of 1951, the value of this gift 
may be put at approximately 400,000 kroner. The 25,000 bottles 
contain a quantity of corticotropin corresponding to 625,000 
I. U. The distribution of this gift among different hospitals is 
being carried out so as to assure its employment by research 
workers qualified to make the best use of it. 

In a recent issue of Nordisk medicin, Dr. Jakob Vals6é gave 
an account of the methods he has employed in removing 
hypophyses from whales from the Antarctic. He pointed out 
that the hypophysis of the blue whale has an average weight 
of 34.6 gm., the anterior lobe weighing as much as 32.5 gm., 
while the posterior lobe weighs only 1.4 gm. and the pars tuber- 
alis only 0.7 gm. He secured the anterior lobe by thrusting his 
hand through the foramen magnum after the hypophysis had 
been loosened from its surroundings by cutting a ring with a 
knife against his index finger. Working in this way, in the dark, 
he usually damaged the posterior lobe whose connection with 
the anterior lobe he found to be quite loose. This looseness of 
the connection facilitates the separation of the two lobes and 
examination and exploitation of each lobe by itself. He has come 
to the conclusion that gonadotropic hormones are to be found 
in the anterior lobe in approximately the same quantities as in 
the corresponding gland in cattle. The thyrotrophic hormone is 
to be found in quantities greater than those extracted from the 
hypophyses of cattle but less than those from the hypophyses 
of pigs. Considering how small the posterior lobe is in com- 
parison with the anterior lobe in the blue whale, and how minute 
the former is compared with the total weight of this whale, Dr. 
Vals6 expressed surprise over its ability to produce sufficient 
quantities of posterior lobe hormones. He hopes that it may 
be possible to prepare a whole extract of the anterior lobe 
suitable for injection. 


Three New Cases of Leprosy in Norway.—Until recently, there 
were only 11 known patients with leprosy in Norway, all of 
them segregated in a leper hospital headed by Dr. Reidar Mel- 
som in Bergen. With a population of three million persons, this 
leprosy rate is lower than that of the United States and many 
European countries; however, in 1951, three new cases of 
leprosy were discovered. The three patients belonged to the 
same family, two brothers and one sister. There had been 
leprosy in their family before, two maternal grandmothers and 
the mother having suffered from it. The mother was admitted 
to the leper hospital in 1931, suffering from advanced tuberous 
leprosy. She died in 1933. It would, therefore, seem that the last 
occasion on which her children could have been infected was 
a score of years ago, an interval indicative of the long incuba- 
tion period and chronic course of the disease. 

Giving details of these three cases in the organ of the Nor- 
wegian Medical Association, Tidsskrift for den norske legeforen- 
ing, for Feb. 1, Dr. Melsom points out how easy it is to overlook 
the true character of the disease when the possibility of it is 
not kept in mind and the physician concerned does not have the 
family history before him. Yet this possibility is by no means 
negligible, since Norway has the third largest merchant fleet in 
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the world and her seamen are at times exposed to massive in- 
fection in the tropics. Since 1930, there have been three cases 
of leprosy discovered in seamen returning from abroad. 

The three patients whose disease was discovered in 1951, 
were born in 1913, 1923, and 1925, respectively. It was only 
after the disease had been recognized in the two youngest pa- 
tients that a search was made for it in their nearest relatives, 
including their elder brother, who was at sea when they were 
found to be lepers. Dr. Melsom contacted this seaman’s ship's 
physician who consulted several specialists in leprosy who were 
with him. None of these specialists was sure whether the sailor 
was a leper. On examination in Bergen, this patient had a papular 
eruption on the trunk and limbs and numerous nodules, both 
cutaneous and subcutaneous, varying in size from that of a 
pinhead to that of a pea. A biopsy showed a typical leproma. 
The youngest patient also presented diagnostic problems, for, 
in 1940, when he had consulted a neurologist for wasting of 
his hands, the diagnosis was a lesion of the peripheral nervous 
system, and the treatment given was electrical. It was not till 
the summer of 1950, that his rash began to appear, and, at first, 
little attention was paid to it. In all three patients, involvement 
of the peripheral nerves led to the correct diagnosis. 


Treatment of Cancer of Uterus.—-Since May, 1932, treatment 
of cancer of the cervix has been almost completely centralized 
in the Norwegian Radium Hospital just outside Oslo. On the 
other hand, patients with cancer of the body of the uterus have, 
to a large extent, been distributed through various hospitals, 
in which they have received surgical treatment. As recently 
pointed out by Dr. Ragnvald Bredland, who is on the staff of 
the Norwegian Radium Hospital, for some time there has been 
a growing tendency for these patients also to be admitted to 
the Radium Hospital. This tendency reflects the growing appre- 
ciation of radiotherapy for corpus as well as cervix cancer. Be- 
tween 1932 and 1949, the number of patients with corpus can- 
cer treated every year at this hospital has been trebled. Dr. E. 
Schjétt-Rivers, who is in charge of the gynecologic department 
of the Radium Hospital, has adopted a discriminating attitude 
toward the treatment of corpus cancer cases, giving radiologic 
treatment alone in some instances, radiologic treatment followed 
by operative treatment in others, or postoperative radiologic 
treatment. 

Dr. Bredland has published in Nordisk medicin, Dec. 5, cer- 
tain calculations showing, among other things, what the chance 
is of discovering corpus or cervix cancer by the wholesale ex- 
amination of women in various cancer predisposed age groups. 
For example, he calculates that between the ages of 45 and 60, 
some 2,000 women will have to be examined for every new case 
of cancer discovered. Another of his calculations concerns the 
relative frequency of corpus and cervix cancer. In the older 
textbooks, it was assumed that for every case of corpus cancer 
there were from 5 to 10 cases of cervix cancer; but now that 
patients with both types of cancer of the uterus are being cen- 
tralized in one hospital, the comparative corpus-cervix rate is 
approximately one to three, as it is in Denmark. 


Expansion of the Norwegian Radium Hospital.—Dr. Reidar 
Eker, who is head of the Norwegian Radium Hospital, in which 
cancer patients from all parts of the country are centered, 
pointed out that by the end of 1951, the public had contributed 
more than 15 million kroner to the enlargement of the hos- 
pital. The main wing of the new building will hold 150 hos- 
pital beds. There will also be a hostel with 40 beds for patients 
as well as accommodations for nurses and other members of 
the staff. In the plans for this expansion, it was calculated that 
the cost would come to 14.7 million kroner, but, during the last 
two years, the cost has risen by 20%, and there is no guarantee 
that this upward movement will not continue. The public is 
therefore being urged to contribute still more this year, and the 
government is encouraging such contributions by exempting 
them from taxation. A notice to this effect is printed in the in- 
come tax forms issued to taxpayers. Even if gifts by the public 
cover more than the cost of this expansion, there will be ample 
opportunities for investing them for the benefit of cancer pa- 
tients for whom hospital accommodation is required in Bergen 
and Trondheim also. Besides, there is no limit to the financial 
requirements for cancer research. 
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CONGENITAL ANOMALIES AND CORTISONE 


To the Editor:—The experimental production of congenital 
anomalies with cortisone reported in an editorial in THE JoURNAL 
(148:206 [Jan. 19] 1952) furnishes an additional clue to the 
possible role of cortical hypoadrenia in these defects. 

It is well established that following administration of large 
doses of cortisone a temporary cortical hypoadrenia develops. 
Normal physical and cerebral development in utero seems to be 
dependent upon an intact adrenal cortex (Pappenheimer, Sajous). 

I suggested in 1947 that injury to the embryonic adrenal 
cortex by the virus of rubella during a short critical period early 
in pregnancy was the cause of subsequent congenital defects 
(Cause of Congenital Defects Following Rubella in Mother: 
Role of Adrenals, Northwest Med. 46:288 [April] 1947). 

Regarding defects induced in the offspring of cortisone-treated 
pregnant mice, Fraser and Fainstat (Pediatrics 8:527 [Oct.] 1951) 
state: “In general, the earlier treatment was started the more 
severe were the defects observed.” This suggests that suppres- 
sion of embryonic cortical secretion, resulting from large doses 
of cortisone given in early pregnancy, may account for the sub- 
sequent maldevelopment of the embryo. 


EpwarpD E. Brown, M.D. 
407 N. Main St., Ashland, Ore. 


FACTOR 5 DEFICIENCY IN HEMORRHAGIC DIATHESIS 


To the Editor:—l was very much interested in the paper en- 
titled “Factor 5 Deficiency in Hemorrhagic Diathesis (Para- 
hemophilia)” by Stuart W. Cosgriff and Edgar Leifer which ap- 
peared in THE JOURNAL (148:462 [Feb. 9] 1952). There is little 
doubt that this patient actually had a deficiency of factor 5 as- 
sociated with a mild prothrombin deficiency and fibrinopenia. 
Our interest in this case report, however, comes from the fact 
that we have recently published a study of the hemorrhagic di- 
athesis occasionally seen in patients with cancer of the prostate, 
metastatic to bones. In this small series of patients (H. J. Tagnon, 
W. Whitmore, and N. R. Shulman: Fibrinolysis in Metastatic 
Cancer of the Prostate, Cancer, 5:9, 1952), we observed for the 
first time the presence of marked fibrinolysis in the blood. We 
could demonstrate the presence of a proteolytic enzyme in the 
blood of these patients, which was able to digest fibrinogen and 
ac-globulin. The result was, in these patients, the production of 
a hemorrhagic diathesis. It was interesting to observe that the 
periods during which bleeding was present coincided with the 
. presence of fibrinolysis in the blood. Further details on these 
cases are available in the above-mentioned paper. Our interpre- 
tation of fibrinolysis in patients with metastatic cancer of the 
prostate is that the proteolytic enzyme normally present in pros- 
tatic tissue gains access to the circulating blood and can be 
occasionally detected in the blood of these patients if a search is 
made for fibrinolysis. My impression is that the deficiency of 
factor 5 found in the case reported by Drs. Cosgriff and Leifer 
could be explained on the basis of the presence of fibrinolysin 
in the blood of this patient. No search for fibrinolysin was made 
by these authors, and my impression is further confirmed by the 
fact that associated with the factor 5 deficiency there was also a 
deficiency of fibrinogen and prothrombin in this case, in contrast 
_to the case reported by Owren, in which the deficiency of factor 
5 was not associated with a deficiency of the other coagulation 
factors. If this interpretation is correct, the case reported by 
Drs. Cosgriff and Leifer would constitute another instance of this 
new syndrome first described by us. 


Henry J. TAGNON, M.D. 
Memorial Center for Cancer 
and Allied Diseases 

444 E. 68th St. 

New York 21. 


148 
52 
| 


1052 COUNCIL ON NATIONAL EMERGENCY MEDICAL SERVICE 


COUNCIL ON MEDICAL 
EDUCATION AND HOSPITALS 


INTERNSHIPS AND RESIDENCIES 


The following internship and residency training programs were 
approved by the Council on Medical Education and Hospitals 
of the American Medical Association at its meeting in Chicago, 
Feb. 9, 1952. A number of hospitals not included in this list have 
been surveyed by representatives of the Council and have been 
recommended for internship and/or residency approval. These 
hospitals will be notified as soon as final action on their applica- 
tions has been completed. 

Additional information regarding the hospitals listed below 
will appear in the next Internship and Residency Number of THE 
JouRNAL, scheduled for publication on Sept. 27, 1952. 


ADDITIONAL INTERNSHIPS APPROVED 


Veterans Administration Hospital.................. Dearborn, Mich. 
Veterans Administration Hospital.................... Seattle, Wash. 
Wer Qounty Public Hospital... Greeley, Colo. 
Manchester Memorial Hospital................... Manchester, Conn. 
Chester County Hospital West Chester, Pa. 


ADDITIONAL RESIDENCIES APPROVED 


Anesthesiology 
Kansas City General Hospital, No. 1............. Kansas City, Mo. 
General Practice 
Giockner-Penrose Colorado Springs, Colo. 


Wilmington General Hospital....................6. Wilmington, Del. 


Lutheran Deaconess Hospital....................Minneapolis, Minn. 
St. Mary’s Memorial Knoxville, Tenn. 


Bluefield Sanitarium 
internal Medicino 


Veterans Administration Hospital..................4.5. Omaha, Neb. 
Ophthalmology 
Pediatrics 
Syracuse, N. Y. 
Plastic Surgery 
Psychiatry 
Veterans Administration Hospital............... Minneapolis, Minn. 
Veterans Administration Hospital.................. Brooklyn, N. Y. e 
Veterans Administration Hospital..................Momtrose, N. Y. 
Veterans Administration Hospital..................Nashville, Tenn. 
Veterans Administration Hospital.................... Seattle, Wash. 
St. Mary's Group of St. Louis, Mo. 
Beverly Hills Clinie and Sanitarium................... Dallas, Texas 
Surgery 
Veterans Administration Hospital’............... — Rock, Ark. 
Veterans Administration Hospital ?.................. ttle, Wash. 
Edward W. Sparrow Memorial Hospital *........... Lansing, Mich. 
New York, N. Y. 
Thoracic Surgery 
Veterans Administration Hospital.................. Brooklyn, N. Y. 


1. Approved for three years of training by the Couneil, the American 
Board of Surgery, and the American College of Surgeons, through the 
Conference Committee on Graduate Training in Surgery. 

2. Approved for four years of training by the Council, the American 
Board of Surgery, and the American College of Surgeons, through the 
Conference Committee on Graduate Training in Surgery. 

3. Approved by the Couneil as offering satisfactory training of one 
or two years’ duration, in preparation for residency training in the sur- 

! gieal specialties (Approved Programs in Surgery, J. A. M. A, (42: 1216 
[April 15} 1950). 


J.A.M.A., March 22, 1952 


COUNCIL ON NATIONAL 
EMERGENCY MEDICAL SERVICE 


At its meeting in Chicago on Feb. 10, 1952, the Executive 
Committee of the Council on National Emergency Medical 
Service discussed in detail the current and future needs of the 
armed services for additional medical personnel. Following is 
a brief statement of the facts disclosed in this regard and the 
position adopted by the Committee. 


C. JOSEPH STETLER, Secretary. 


MEDICAL PERSONNEL FOR ARMED SERVICES 


Despite conflicting reports as to the requirements of the armed 
services for medical personnel, it now appears that there is no 
need at present for any appreciable number of additional phy- 
sicians. In actuality, the present lull in the fighting in Korea, 
owing to peace negotiations, has resulted in an extremely low 
number of casualties and consequently a temporary excess in 
the number of physicians. 

It is realized, of course, that the exigencies of the current 
situation make it impossible to reduce immediately the number 
of medical and allied health personne! in Korea and Japan. 
Nevertheless, it is apparent that, if the truce talks are successful 
and if hostilities are not resumed, a substantial number of phy- 
sicians and nurses could and would be brought back to the 
United States from the Far East within a short period. These 
facts were substantiated by a report presented by Major General 
George E. Armstrong, Surgeon General of the Army, at a meet- 
ing of the Joint Committee on Medical Education in Time of 
National Emergency held in Chicago on Feb. 9, 1952. General 
Armstrong recently returned from a tour of Korea and the 
Far East. 

It was the opinion of the Executive Committee of the Council 
that these facts were sufficient to justify the following con- 
clusions. 1. The induction of physicians and allied specialists 
under the Universal Military Training and Service Act, as 
amended, and the recall of reserve medical personnel can be 
curtailed. 2. It may soon be possible to discharge a substantial 
number of such persons from the armed services and return 
them to civilian life. 

At the time of the enactment of Public Law 779, 81st Con- 
gress, “The Doctor Draft Law,” in September, 1950, there was 
a critical need for physicians in the armed services that was not 
being met. It was felt necessary, therefore, to pass legislation 
that would establish machinery for channeling physicians into 
the armed services on an equitable basis. The priorities under 
Public Law 779 were designed by the Congress to call into serv- 
ice first those men with the greatest obligation to serve. These 
priorities were established with particular consideration being 
given to deferments during World War II to complete medical 
training, the receipt of all or a part of medical education at 
government expense, and the length of services during World 
War Il. 

Despite their original endorsement of the Doctor Draft Law, 
the Council on National Emergency Medical Service and the 
American Medical Association are, of course, extremely anxious 
for the termination of the need for such legislation. As long as 
the situation in Korea remains as it is at present, it should be 
necessary only to replace the medical officers who are being dis- 
charged upon completion of their statutory tours of duty. A 
final termination of hostilities should further reduce this need 
for medical replacements to a small percentage of current 
requirements. 

When the extreme need for medical personnel in the armed 
services became appareni following the Korean incident, the 
Council felt that it was the patriotic duty of individual phy- 
sicians and the medical profession as a whole to see that this 
need was satisfied. It feels equally strongly, however, about the 
absolute necessity of returning these physicians to civilian life 
as soon as the needs of the armed services are in any way re- 
duced. 
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MEDICAL LITERATURE ABSTRACTS 


UNITED STATES 


A.M.A. Arch. Dermat. and Syphilol., Chicago 
64:667-812 (Dec.) 1951 


*Dermatological Problems Among Pharmaceutical Workers. J. E. Dalton 
and J. D. Peirce.—p. 667. 

*Treatment of Lupus Vulgaris by Intralesional Injections of Calciferol: 
Its Use in Localized, Recurrent, or Refractory Cases. B. Russell. 
—p. 676. 

Sulfoxone (Diasone®) Sodium for Dermatitis Herpetiformis. T. Corn- 
bleet.—p. 684. 

Effect of ‘“‘Aminopterin’’ on Epithelial Tissues. R. Gubner.—p. 688. 

Studies in Histogenesis of Epidermis. F. J. Eichenlaub and R. A, Os- 
bourn.—p. 

Histoplasmin Sensitivity in Panama Canal Zone: Correlated Clinico- 
pathologic Study of 1,000 Patients, with Speculations as to Present 
Status of Histoplasma Capsulatum on Isthmus of Panama. H. A. 
Tucker.—p. 713. 

Pemphigus: Histologic Study. W. F. Lever.—p. 727. 

Clinical Evaluation of “Diphenylpyraline” as Antifungal Agent. O. Soko- 
loff.—p. 754. 

Use of Aureomycin in Case of Osteoperiostitis of Syphilis. F. W. Crowe 
and S. A. M. Johnson.—p. 757. 

Lymphocytoma of Skin: Report of Unusual Case (Lymphocytoma Tumi- 
dum). M. Waisman and R. G. Olivetti.—-p. 761. 

Piedra: Report of Case. M. J. Scott.—p. 767. 

Metastatic Cutaneous Carcinoma from Breast: Clinical and Pathological 
Study of Case Showing Three Types of Lesions. U. W. Leavell Jr. and 
F. W. Tillotson.—p. 774. 


Dermatoses in Pharmaceutical Workers.—It is widely believed 
that the incidence of occupational dermatoses is high in the 
pharmaceutical industry, because workers in this field are ex- 
posed to primary irritants or sensitizers of the skin. The authors 
of this paper studied the dermatological problems that occurred 
among 5,514 employees of a pharmaceutical company between 
Nov. 1, 1948, and Nov. 1, 1950. Early in this study period, some 
skin lesions were designated occupational or nonoccupational 
solely on the basis of the history; later however, patch testing 
was done in 322 cases, and 43 positive reactions were obtained. 
Among 91 persons who were referred for consultation there 
were reactions to 126 different substances. Nonoccupational 
causes accounted for 75% of these cases. Twenty-two workers 
had occupational dermatitis, but 6 of the 22 did not have an 
industrial dermatitis in the strict sense of that term. The records 
of all who showed a work-associated skin ailment were analyzed 
to determine the duration of an incubation period. Among em- 
ployees working with antibiotics, it seemed that those working 
with penicillin worked longer before a reaction developed than 
those handling streptomycin. Yet there were fewer sensitizations 
to streptomycin than to penicillin. Likewise, workers with chemi- 
cal agents showed a great variability in the period between their 
initial contact with an offending agent and the onset of skin 
symptoms. In all but three cases, eruptions occurred only in 
exposed areas of the skin. No worker had to leave the employ- 
ment because of dermatitis. 


Intralesional Injections of Vitamin D. in Lupus Vulgaris.— 
Russell describes his experiences with intralesional injections of 
vitamin D, (calciferol) in nine patients with lupus vulgaris. Clini- 
cal clearance resulted in six patients, five of whom had no lesions 
after 12 months, while the sixth relapsed after 13 months but 


Periodicals on file in the Library of the American Medical Association 
may be borrowed by members of the Association or its student organi- 
zation and by individual subscribers, provided they reside in continental 
United States or Canada. Requests for periodicals should be addressed 
“Library, American Medical Association.”’ Periodical files cover only the 
last 11 years, and no photoduplication services are available. No charge 
is made to members, but the fee for other borrowers is 15 cents in 
stamps for each item. Only three periodicals may be borrowed at one 
time, and they must not be kept longer than five days. Periodicals pub- 
lished by the American Medical Association are not available for lending 
but can be supplied on purchase order. Reprints as a rule are the prop- 
erty of authors and can be obtained for permanent possession only from 
them, 


Titles marked with an asterisk (*) are abstracted. 


obtained clearance again after a further course of injections. 
Two other patients are greatly improved, and one has proved 
resistant. The advantages of this treatment are its consistent 
effectiveness, the smaller total dosage required, and the resultant 
freedom from side-effects. Its chief disadvantage is the pain as- 
sociated with the injections. It is impracticable for extensive 
lesions or for those involving cartilage, and it has not yet been 
employed for lesions involving the mucous surfaces. Intra- 
lesional injections of vitamin D. are indicated for (1) small 
localized lesions, particularly in children; (2) refractory lesions; 
(3) recurrent localized nodules; (4) patients intolerant to systemic 
calciferol; and (5) patients with concurrent pulmonary tuber- 
culosis or cardiovascular or renal disease, or who are pregnant, 


A.M.A. Arch. Indust. Hyg. & Occup. Med., Chicago 
4:519-622 (Dec.) 195i 


Benzidine (4, 4'-Diaminobiphenyl) and Substituted Benzidines: Micro 
chemical Screening Technic for Estimating Levels of Industrial Exe 
posure from Urine and Air Samples. J. M. Glassman and J. W. Meigs. 
—p. 519. 

Study of Exposure to Benzidine and Substituted Benzidines in Chemical 
Plant: Preliminary Report. J. W. Meigs, R. M. Brown and L. J, 


Sciarini.—p. 
Rehabilitation of Persons with Pulmonary Dust Disease. O A. Sander, 
—p. $4 


*Piatinosis: Five-Year Study of Effects of Soluble Platinum Salts on 
Employees in Platinum Laboratory and Refinery. A. E. Roberts. 
—p. 549, 

Aldrin Poisoning in Man: Report of Case. E. J. Spiotta.—p. 560. 

Chylomicron Count as Indicator af Phosphorus Poisoning: Study Utiliz- 
ing Experimental Animals. R. B. L. Fleming and G. H. Collings Jr. 
—p. 567. 

Toxicity o 
—p. 573 

Absorption and Excretion of Inhaled Fluorides. G. H. Collings Jr., R. B. 
L. Fleming and R. May.—p. 585. 

Occupational Diseases of Dentists. F. J. Orland.—p. 591. 

Institute of Occupational Health in Helsinki. L. Noro.—p. 597. 


Di-(Acetyl Cyanide). J. F. Treon, F. R. Dutra and J. Cappel. 


Platinosis.—The effects of soluble complex salts of platinum on 
21 employees in a platinum laboratory and refinery were studied 
during a period of five years. The term platinosis has been coined 
by the author to describe these effects that in his opinion may 
be observed in every person exposed occupationally to soluble 
platinum salts. The etiological agent is usually sodium chloro- 
platinate dissolved in a spray that is inhaled or contacts the skin. 
In 12 (60%) of the patients studied this exposure produced vary- 
ing degrees of irritation of the upper respiratory tract accom- 
panied by typical allergic manifestations of the skin (dermatitis) 
and of the respiratory system (asthma); the remaining 8 (40%) 
were allegedly free of symptoms, but had the same inflammatory 
changes in the conjunctivas and the mucous membranes of the 
upper respiratory tract, with a tendency toward hypertrophy of 
lymphatic tissue, and the same relative lymphocytosis observed 
among the symptomatic patients. Platinosis appears to be a mild 
chemical irritation, with chronic inflammation of the entire 
respiratory tract, probably including an apparently harmless 
pulmonary fibrosis. Some employees had both the cutaneous 
and the respiratory type of symptomatic platinosis. No evidence 
of carcinogenicity or of increased incidence of other pulmonary 
diseases such as tuberculosis or pneumonitis was noted. Blonde 
and red-haired persons with blue eyes and thin, delicately tex- 
tured skin were apparently more susceptible to symptomatic 
platinosis than swarthy persons. Preemployment scratch tests 
with dilutions of sodium chloroplatinate were unreliable in pre- 
dicting future sensitivity because people who previously had not 
been exposed to soluble platinum salts were not sensitized by 
the test dose of the etiological agent. Prophylaxis included care- 
ful selection of employees to exclude allergy-prone persons, 
daily changes to thoroughly cleaned uniforms, application of 
skin protectants prior to exposure, and adequate exhaust ventila- 
tion. The best active treatment for symptomatic platinosis was to 
remove the victim from the platinum atmosphere as soon as 
practicable. 
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A.M.A. Arch. Ophthalmology, Chicago 
46:601-714 (Dec.) 1951 


*Anticoagulant Therapy in Occlusive Vascular Disease of Retina. I. PF. 
Duff, H. F. Falls and J. W. Linman.—p. 601. 

Compensation Maximum: New Glaucoma Sign in Aqueous Veins. H. W. 
Kleinert.—p. 618. 

Dark Adaptation in Perimetrically Blind Fields. H. P. Krieger and M. B. 
Dender.—p. 625. 

Some Aids in Ophthalmoscopy: Contact Glass; Transilluminating Pro- 
cedures; Headlight Employed as Ophthalmoscope. M. G. Ross.—p. 637. 

Clinical and Autopsy Findings in Early Retrolental Fibroplasia: Report 
of Case. G. S. Tyner and W. C. Frayer.—p. 647. 

a Ophthalmoplegia Due to Angioneurotic Edema. W. E. Fry and 

. Schlezinger.—p. 655. 
ime of Central Retinal Vein. I. T. Mancall.—p. 668. 
Glaucoma: Review of Literature 1950-1951. H. G. Scheie.—p. 677. 


Anticoagulant Therapy in Occlusive Vascular Disease of Retina. 
—Duff and associates used bishydroxycoumarin U. S. P. 
(dicumarol®) and heparin in treatment of 47 patients with oc- 
clusive vascular disease of the retina. Thirty-six patients were 
hospitalized, and 11 were treated as outpatients. Four received 
only heparin, 27 received heparin and bishydroxycoumarin, and 
the remainder received only bishydroxycoumarin. Heparin was 
administered intravenously by intermittent injection or by con- 
tinuous infusion. When used with bishydroxycoumarin, heparin 
was given until bishydroxycoumarin had reduced the prothrom- 
bin concentration to the desired therapeutic range. The condition 
of 12 of 26 patients with thrombosis of the central retinal vein 
improved, of 8 remained unchanged, and of 6 grew worse. Four 
of the seven patients with tributary vein thrombosis showed im- 
provement. Of the seven patients with lesions of the retinal 
arteries, only two improved. Of the 14 with diabetic retinopathy, 
7 improved in visual acuity. Bishydroxycoumarin caused bleed- 
ing in 13 of the 47 patients, which in seven patients was suffi- 
ciently severe to require termination of the therapy. The prog- 
nosis for visual acuity following untreated thrombosis of a 
retinal vein is discouraging. In 79 untreated patients with com- 
plete occlusion of a central retinal vein, the condition grew worse 
in about half, and secondary glaucoma developed in 43%; only 
15% showed improvement, and the condition remained un- 
changed in 35%. Anticoagulant therapy produced improvement 
in 54 of 93 patients, and the frequency of secondary glaucoma 
was reduced. However, the visual acuity of 19% remained un- 
changed, and that of 9% grew worse. A short term of intensive 
treatment with heparin appears to produce results as favorable 
as those obtained with prolonged use of bishydroxycoumarin. 
Since hemorrhage occurs frequently in long-term treatment with 
bishydroxycoumarin, heparin is recommended for general use. 
Treatment must be instituted promptly after thrombosis or oc- 
clusion of a retinal artery. 


A.M.A. Arch. Pathology, Chicago 
§2:489-574 (Dec.) 1951 


*Polyarteritis Nodosa, Associated with Malignant Hypertension, Dissemi- 
nated Platelet Thrombosis, ““Wire Loop’’ Glomeruli, Pulmonary Silico- 
tuberculosis, and Sarcoidosis-Like Lymphadenopathy. W. St. C. Symmers 
and R. Gillett.—p. 489. 

Thromboembolic Pulmonary Arteritis and Vascular Sclerosis: Its Experi- 
mental Production in Rabbits by Means of Intravenously Injected 
Human Amniotic Fluid and +." =e Blood Clots. E. E. Muirhead 
and P, O’B. Montgomery.—p. 505. 

Metastasis to Pineal Body. P. Ortega. N. Malamud and M. B. Shimkin. 
—p. 518. 


Study of Tissue Implantations on Embryonated-Eggs Membranes. G. Sac- 
comanno and R. Waldapfel.—p. 529. 

Cholesterol in Plasma and Tissues Subsequent to Its Intravenous ~~ 
M. Osborn, N. Womack, K. Daum and W. Kridelbaugh.—p. 

*Ruptured Congenital Aneurysms of Aortic Sinuses of ie Report 
of Case with Bacterial Endocarditis Due to Hemophilus Parainfluenzae. 
F. J. Tenczar, R. J. Johansmann and J. Kaufman.—p. 552. 


Periarteritis Nodosa.—The occurrence of periarteritis nodosa 
with several unusual pathological features is reported in a 54- 
year-old metal grinder whose death resulted when an aneurysm 
perforated im the duodenum. Necropsy revealed necrotizing 
arteritis and arteriolitis, with multiple large aneurysms on vis- 
ceral arteries. Microscopically these lesions had the character- 
istic appearance of periarteritis nodosa. Clinical evidence of 
arterial hypertension was reflected microscopically in widespread 
hypertensive arteriolosclerosis and by histological evidence of 
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malignant hypertension. Certain changes usually associated with 
disseminated lupus erythematosus were also present, although 
there were no cardiac lesions and no history or evidence of der- 
matosis. Platelet thrombosis affected many smallest-caliber blood 
vessels, Unequivocal manifestations of the platelet thrombosis 
syndrome were not noted during life. Nodular pulmonary sili- 
cosis was associated with chronic, fibrocaseous pulmonary tuber- 
culosis; acute, necrotizing tuberculous pneumonia had devel- 
oped. A generalized lymphadenopathy presented lesions micro- 
scopically identical with the late sclerotic stage of sarcoidosis; 
no other lesions of this type were observed. It is somewhat dif- 
ficult to postulate an etiological relationship between the tuber- 
culosis and both periarteritis nodosa and the concomitant 
sarcoidosis-like affection, if the hypotheses of the respectively 
“hyperergic” and “anergic” nature of the two latter conditions 
are valid. The lymphadenopathy, however, did not have the mi- 
croscopic appearances of active, progressing sarcoidosis, but had 
reached the advanced sclerotic stage and seemed to be almost 
“burnt out”; it was obviously of much greater age than the 
arteritis. If, therefore, the periarteritic and sarcoidosis-like 
lesions are considered morphological manifestations of opposite 
and noncontemporary phases of allergic reactivity to the same 
infection, it seems possible that both conditions had a common 
fundamental cause, the presence of tuberculous infection. 


Ruptured Congenital Aneurysm.—Congenital aneurysms in- 
volving the right sinus of Valsalva perforating into the pulmo- 
nary conus and the noncoronary aortic sinus rupturing into the 
right atrium were revealed by necropsy in a Negro, aged 39, who 
died of bacterial endocarditis involving the pulmonary valve due 
to Hemophilus parainfluenzae. Congenital aneurysms of the 
sinuses of Valsalva are rare. The pathological findings in this 
case indicated that a defect in the development of the aorto- 
pulmonary septum with subsequent formation and rupture of 
ancurysms of the right and noncoronary aortic sinuses was the 
cause of the observed cardioaortic fistulas. This concept was 
confirmed by demonstration of an orderly lamination of elastic 
fibers in the proximal wall of the aortoatrial fistula, the slight 
outward curving of the aortic elastica at the mouth of the aorto- 
pulmonary conal fistula, and the defect of elastica in the wall 
of the right aortic sinus between the mouth of the fistula and 
the annulus fibrosus. In addition, the orifices of the fistulas were 
situated where congenital defects tend to occur, since the right 
and noncoronary aortic sinuses are developmentally related to 
the septum that separates the conus and truncus arteriosus. 
Factors usually responsible for occurrence of an acquired 
aneurysm, such as syphilis, trauma, and atherosclerosis, were 
lacking. The endocarditis was considered a complicating rather 
than an etiological factor. 


American Heart Journal, St. Louis 
42:801-956 (Dec.) 1951 


Cardiac Beriberi Simulating Arteriosclerotic Heart Disease. P. Schlesinger 
and A. B. Benchimol.—p. 801. 

Coexistence of Rheumatic and Arteriosclerotic Heart Disease in Patients 
Over the Age of 40 Years. J. Chasnoff and A. Silver.—p. 809. 

Cardiovascular Disease in Marfan’s Syndrome. R. J. Marvel and P. D. 
Genovese.—p. 814. 

Photoelectric Method for Determination of Arterial Oxygen Saturation 
in Man. P. Sekelj, A. L. Johnson, H. EB. Hoff and M. P. Schuerch. 
—p. 826. 

Electrocardiographic Abnormalities in Patients Exhibiting Anxiety. 
H. Magendantz and J. Shortsleeve.—p. 849. 

Frontal Plane Ventricular Gradient in Induced Human . Bundle 
Branch Biock. N. O. Fowler Jr. and R. N. Westcott.—p. 

*Tromexan in Treatment of Coronary Thrombosis. J. A. Sie and 
A. R. Gilchrist. —p. 864. 

Effect of Cortisone on Electrocardiograms of Normal Rabbits. W. B. 
Abrams and T. N. Harris.—p. 876. 

Improved Esophageal Lead for Electrocardiograph. R. H. Thayer and 
R. F. Foster.—p. 884. 


Ethyl Biscoumacetate in Coronary Thrombosis.—The use of 
anticoagulants in the first few weeks after an acute coronary 
thrombosis marks a distinct advance in treatment. Since there 
are disadvantages in use of other available anticoagulant drugs, 
Tulloch and Gilchrist decided to use ethyl biscoumacetate 
(tromexan®) after other investigators had emphasized its faster 
absorption. They used ethyl biscoumacetate in treatment of 87 
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patients admitted to the hospital because of acute myocardial 
infarction. The routine treatment for all cases consisted in bed 
rest for five to six weeks, morphine at the outset for relief of 
distress, subsequent sedation with small doses of phenobarbital, 
a low calorie diet, graduated exercises from the fourth week, and 
symptomatic treatment of complications. The ethyl biscoumace- 
tate was used alone in 11 patients. It was combined with heparin 
according to a definite scheme in 76 patients. It was found that 
ethyl biscoumacetate administered during the first four weeks 
after a coronary thrombosis in a dose sufficient to maintain the 
prothrombin time at a figure two to two and one-half times the 
normal value is an efficient substitute for bishydroxycoumarin 
(dicumarol"). By its use the mortality rate during the first six 
weeks was halved, falling from the 40.5% observed in a pre- 
vious control series to 18.4%. This compares favorably with the 
22.8% mortality among a bishydroxycoumarin-treated group. 
The relatively high mortality rates are largely attributable to the 
high proportion (nearly 60%) admitted to the hospital within 
48 hours of the development of the myocardial infarct. Death 
is most common in the early days after the attack. Use of the 
drug reduces the incidence of thromboembolisms from approxi- 
mately | in every 4 patients in control groups to less than 1 in 
20 among the patients treated with ethyl biscoumacetate. Heart 
failure and sudden death now account for most of the fatalities. 
Ethyl biscoumacetate is a safer drug than bishydroxycoumarin; 
its shorter action and larger daily dose permit easier regulation 
of the anticoagulant therapy. The risk of prolonged overdosage 
with the associated hemorrhagic tendency is ——— 
reduced, 


American Journal of Psychiatry, New York 
108:401-480 (Dec.) 1951 


*Traumatic War Neuroses Five Years Later. S. Futterman and E. Pumpian- 
Mindlin.—p. 401. 

Long-Term Study of Combat Area Schizophrenic Reactions: Preliminary 
Report. H. S. Ripley and S. Wolf.—p. 

Follow-Up Study of — Preliminary Report. N. Q. Brill 
and G. W. Beebe.—p. 417. 

Central Mechanism of Emotions (Experiences with Circumscribed Tha- 
lamic Lesions). E. A. Spiegel, H. T. Wycis, H. Freed and C, Orchinik. 
—p. 426. 

Emotions and Biochemical Findings in Alchoholism. M. F. Fleetwood 
and O. Diethelm.—p. 433. 

Rheoscopic Studies of Expression: Methodology of Approach. E. W. 
Straus.—p. 439. 

Transorbital Lobotomy in Chronically Disturbed Patients. W. W. Wilson, 
A. R. Pittman, R. E. Bennett and R. S. Garber.—p. 444. 

Physiological Responses to Heat Stress and ACTH of Normal and 
Schizophrenic Subjects. M. Stein, E. Ronzoni and E. F. Gildea.—p. 450. 

Utilizing the Community as a Therapeutic manaupes. L. G. Sewall and 
C. W. Grady.—p. 456. 

Observations on Cultural Psychiatry During World Tour of Mental 
Hospitals. H. R. Gold.—p. 462. 

Prediction of Juvenile Delinquency Using the Minnesota Muitiphasic 
Personality Inventory. S. R. Hathaway and E. D. Monachesi.—p. 469. 


Traumatic War Neuroses Five Years Later.—This paper presents 
a summary of experiences with a large group of cases of trau- 
matic war neurosis during the five-year period following World 
War II. Traumatic war neuroses occur relatively frequently in 
noncombatant military personnel in combat areas. This group 
is vulnerable because they are exposed to trauma without op- 
portunity for effective motor discharge of the resultant emotions. 
Guilt about killing or assailing defenseless enemy personnel, 
either military or civilian, is an important factor in the pre- 
cipitation of a traumatic war neurosis. In such instances the 
superimposed military code (superego) yields to the earlier and 
stronger civilian prohibition against violence toward others. 
Traumatic war neurosis can occur in conjunction with physical 
injury, since the resulting separation from the unit removes the 
influence of group morale as a deterrent to neurotic breakdown. 
Furthermore, enforced immobilization seems to encourage de- 
velopment of traumatic war neurosis by depriving the individual 
of the possibility of discharge of tension through motor activity. 
Overidealization of the pretraumatic history occurs in cases of 
traumatic war neurosis. This is a defensive maneuver of the ego 
in its effort to find some stable point in a world that has become 
overwhelming and threatening. The authors have not found 
intravenous narcosis or hypnosis particularly helpful in chronic 
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traumatic war neurosis. They differentiate two character groups 
among their patients with traumatic war neurosis, according to 
the pretraumatic adjustment. In the alloplastic, or outgoing, 
group therapy is usually relatively short and consists essentially 
of relating combat experiences to present feelings and attitudes. 
In the autoplastic, or inhibited, group a further step can be taken 
in that the traumatic experiences are related not merely to their 
present feelings and attitudes but also to the pretraumatic ex- 
periences. This differeniation is important from a_ practical 
therapeutic point of view. 


American Journal of Tropical Medicine, Baltimore 
31:673-874 (Nov.) 1951. Partial Index 


New Criterion for Selection of Compounds for Curative Activity in Plas- 
modium Vivax Malaria. L. A. Terzian, P. A. Ward and N. Stahler. 
—p. 692. 

Intravenous Amodiaquin (Camoquin) in Naturally Acquired and Induced 
Malaria. E. H. Payne, V. M. Villarejos, E. A. Sharp and others. 
—p. 698. 

Experiences with Amodiaquin (Camoquin), New Synthetic Antimalarial. 
V. M. Villarejos M.—p. 703. 

Chemotherapy of Amebic Hepatitis in Hamsters with Emetine, Chloro- 
quine, Amodiaquin (Camoquin), Quinacrine and Other Drugs. P. E. 
Thompson and J. W. Reinertson.—-p. 707. 

Endamoeba Gingivalis in Pulmonary Suppuration. W. D. Sutliff, F. D. 
Green and L, S. Suter.—p. 718. 

Histoplasmosis and Pulmonary Calcification—Geographic Distribution. 
A. Christie.—p. 742. 

Histoplasmosis: Fourth Case Report from the Canal Zone, J. H. Draheim, 

R. Mitchell and N. W. Elton.—p. 753. 

Experimental Transmission of Tularemia by Tropical Rat Mite. C. E. 
Hopla.—p. 768. 

Studies of Diffusion of Water Through Dead Human Skin: Effect of 
Different Environmental States and of Chemical Alterations of Epi- 
dermis. G. §. Berenson and G. E. Burch.—p. 842. 


Arizona Medicine, Phoenix 


8:1-92 (Nov.) 1951 


Surgical Treatment of Esophageal Lesions. D. L. Paulson.—p. 27. 
Cholecystectomy Without Drainage. C. G. Fraser, J. E. O'Hare and 
G. M. Bogardus.—p. 32. 
What to Know About Carcinoma of Lung. R. M. Janes.—p. 36. 
Unusual Varieties of Pneumonia and Pulmonary Abscess. J. S. Chapman. 
38, 


—p. 


Geriatrics, Minneapolis 
6:347-432 (Nov.-Dec.) 1951 
SYMPOSIUM ON GERIATRIC GYNECOLOGY 


Uterine Tumors in Relation to Senescence. M. E.. Davis.—p. 349. 
Dermatologic Problems of Aging Women. A. E. Palmer.—p. 363. 
Displacements of Uterus. H. P. Wager.—p. 379. 
Involutional Psychoses. P. Polatin and J. F. McDonald.—p 391. 
Pregnancy After 40. J. Parks.—p. 399. 

Role of a Clinical Psychologist in a Home for the Aged. W. G. Klopfer. 
—p. 404, 


Journal of Gerontology, St. Louis 


6:327-444 (Oct.) 1951 


Calcification of Left Annulus Fibrosus. T. Geill.—p. 327. 
Interpretation of Calculated Changes in Renal Resistance with Age. 
. Landowne and N. W. Shock.—p. 334. 

Litter Seriation Phenomena in Fibrosarcoma Susceptibility: Contribu- 
tion to the Subject of Cancer Susceptibility im Relation to Age. 
L. C. Strong.—p. 340 

Studies in Experimental Atherosclerosis: IV. Theoretic and Practical 
Implications of Results of Intravascular Injections of Cholesterol Sols, 
O. J. Pollak and B. Wadler.—p. 358. 

Differential Decline in Wechsler-Bellevue Subtests in Senile Psychoses. 
J. Botwinick and J. E. Birren.—p. 365. 

Excretion of Pantothenic Acid in Patients with Achromotrichia and 
Alopecia. V. Schmidt.—p. 369. 

*Effect of Work Program on Adjustment Attitudes in an Aged Popula- 
tion. R. W. Kleemeier.—p. 372. 

Social! Role in Prevention of Senility. R. Albrecht.—p. 380. 


Effect of Work on Adjustment in the Aged.—-Programs of em- 
ployment of residents have been tried in homes for the aged. 
To find out whether such a program benefits the individual, a 
survey was made of the activities and attitudes of residents of 
a fraternal home for the aged. The analysis was limited to men, 
chiefly because there were relatively few women residents. Of 
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the men, 56% were workers and 44% nonworkers. It has been 
estimated that to equal the part-time work of the residents in 
this institution would require more than 70 additional full-time 
employees on the staff. Thus the economic importance of the 
work program is obvious. That the work is meaningful rather 
than made-work is indicated by the list of jobs held by the resi- 
dents: cook, kitchen helper, dining room helper, yard man, 
janitor, watchman, hospital orderly, truck driver, farm hand, 
varber, shopkeeper, carpenter, joiner, painter, plumber, meat- 
cutter, postman, and practical nurse. Participation in the work 
program is strongly encouraged but is voluntary. While both 
workers and nonworkers receive money allowances, those for 
the workers are greater and vary with the type of work and 
time spent. A psychological adjustment inventory was given to 
workers and nonworkers and it was found that (1) workers ob- 
tained higher scores than nonworkers of comparable health 
status; (2) both workers and nonworkers who rated their health 
good or fair obtained higher scores than those who rated their 
health poor; and (3) workers earned higher scores than non- 
workers on subscales of the adjustment attitude inventory deal- 
ing with the areas of health, work, feelings of usefulness, and 
happiness. The author feels that, although only limited general- 
izations can be made on the basis of these data, the work pro- 
gram contributes something more than the mere doing of 
necessary jobs: it promotes the happiness and adjustment of those 
who participate. 


Journal Nat. Cancer Inst., Washington, D. C. 


12:259-464 (Oct.) 1951. Partial Index 


Metabolism of Hodgkin's Disease Tissue. H. Laser.—p. 259. 

Histology of Early Reactions of Skin and Mucous Membrane of Lip 
of Mouse to Single Application of Carcinogen. B. M. Levy, R. Gorlin 
and R. Gottsegen.—p. 275. 

Fertility and Cancer of Breast and of Uterine Cervix: Comparisons 
Between Rates of Pregnancy in Women with Cancer at These and 
Other Sites. A. G. Gilliam.—p. 287. 

Chemotherapy of Tumors in Rats: I, Treatment of Sarcoma 231 in 

ing A Rat with 2, 4, 6-Triethylenimino-S-Triazine and Related 
Products. M. L. Crossley, J. B. Allison, W. W. Wainio and J. B. 
Muenzen.—p. 305. 

Electrophoretically Determined Blood-Protein Levels in Case of Acute 
Myelogenous Leukemia Under Exchange Transfusion Treatment. F. J. 
Gutter, J. R. Krevans, G. A. Moulton and G. Kegeles.—p. 323. 

Tumor Development in Backcross Mice Segregated with Respect to Hair- 
less and Pink-Eye Genes. W. E. Heston and M. K. Deringer.—p. 361. 

Failure of Bile as Abetting Agent for 2-Methyicholanthrene in Induction 
of Gastric Tumors in Mice. C. R. Hitchcock.—p. 369. 

Vascular Reactions of Normal and Malignant Tissues in Vivo: IV. Effect 
of Peripheral Hypotension on Transplanted Tumors. G. H. Algire and 
F. Y. Legallais.—p. 309. 

Further Observations on Inhibition of Lymphoid Tumor Development by 
Shielding and Partial-Body Irradiation of Mice. H. S. Kaplan and 
M. B. Brown.—p. 427. 


New England Journal of Medicine, Boston 
245:793-832 (Nov. 22) 1951 


Report of Cancer Detection Center Demonstration in Massachusetts. 
H. L. Lombard, C. C. Franseen, L. S. Snegireff and E. A. Potter. 
—p. 793. 

Adrenocortical Function in Pernicious Anemia. M. B, Strauss and 
R. Brokaw.—p. 798. 

Severe Hemmorrhage Due to Tromexan: Report of Three Cases. R. P. 
Gripe.—p. 803. 

*Prolonged Cation-Exchange Resin Therapy in Congestive Heart Failure. 
C. Voyles Jr. and E. S. Orgain.—p. 808. 

Electrolyte and Fluid Disturbances in Congestive Heart Failure. C. K. 
Friedberg.—p. 812. 


245:833-874 (Nov. 29) 1951 


Appraisal of Newer Electrocardiography: Correlations in 150 Consecutive 
Autopsied Cases. H. D. Levine and E. Phillips.—p. 833. 

Inhalation of Ethyl Alchol for Pulmonary Edema. A. Gootnick, H. I. 
Lipson and J. Turbin.—p. 842. 

Gastric Ulcer in the Preschool Child: Report of Case. J. J. Goldsberry. 
—p. 844. 

Hypopotassemia in Untreated Diabetic Coma. S. M. Perry and S, L. 
Rosenbaum.-—p. 847, 

Electrolyte and Fluid Disturbances in Congestive Heart Failure. C. K. 
Friedberg.—p. 852. 


Cation-Exchange Resin Therapy in Heart Failure.—Three am- 
bulatory patients had long-standing chronic cardiac decompen- 
sation that was uncontrolled by the usual therapeutic measures, 
including rest, rigid sodium restriction, digitalization, and mer- 
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curial diuresis. These patients were studied during continuous 
administration of cation-exchange resin for five to nine months. 
Each patient showed improvement while taking resin, as evi- 
denced by stability of weight, absence of edema, improved ex- 
ercise tolerance, and lowered requirement of mercurial diuretics. 
Extremely low urinary sodium-excretion levels were noted, but 
no serious serum-electrolyte disturbances were observed. No un- 
favorable signs were encountered despite the concomitant use 
of relatively strict low-sodium diets and resin but such patients 
must be observed carefully for signs of azotemia, acidosis, hypo- 
calcemia, hypokalemia, hyperkalemia, and the low-sodium syn- 
drome. It is concluded that prolonged continuous or intermittent 
use of a cation-exchange resin is a useful adjunct to treatment 
of congestive heart failure. It is believed that compensation 
would not have been possible in these cases without the use of 
a cation-exchange resin. 


New Orleans Medical and Surgical Journal 
104:213-252 (Dec.) 1951 


Recent Advances in Treatment of Cervical Cancer. A. N. Arneson. 
—p. 213. 

*Vulvovaginitis. J. H. Collins and C. J. Ellington Jr.—p. 220. 

Urological Conditions Related to Gynecology. E. E. Dilworth, C. R. 
Mays and C. C. Locke.—p. 228. 

Multiple Simultaneous Unilateral Tubal Pregnancy: Case Report. R. Kap- 
sinow.—p. 232. 

Urinary Tract Infection in Children. J. M. Baty.—p. 234. 

Treatment of Hypospadias. E. Burns and B. M. Harvard.—p. 237. 

Congenital and Infantile Aphasia: Review of Literature and Report of 
Case. D. W. Van Gelder, L. Kennedy and J. Laguaite.—p. 241. 


Vulvovaginitis.—The terms vaginitis and vulvitis are applied to 
any abnormalities observed in these organs. Local factors as 
well as systemic abnormalities may play a part in vulvovaginitis. 
An accurate history is of great importance. Systemic diseases 
that must be considered include diabetes, nutritional deficiencies, 
jaundice, diseases of the skin, and diseases of the central nervous 
system, Allergies and the patient’s occupation with reference to 
exposure to dusts or chemicals, clothing, and the type of material 
with emphasis on the synthetic cloths, particularly nylon, must 
be investigated, as well as the patient's habits relative to drugs, 
laxatives, contraceptives, douches, deodorants, perfumes, and 
powders. Former treatments must be inquired into, with em- 
phasis on douches, ointments, jellies, hormones, antibiotics, and 
last, but by no means least, whether or not the patient has been 
subjected to radium or x-ray treatment of the vulva. The pubic 
and vulval areas must be inspected under a good light. Ulcera- 
tive lesions are investigated with smears, darkfield examinations 
of cultures, and serologic tests. Nonulcerative neoplastic lesions 
necessitate biopsy. Urinary continence is checked, and the cervix, 
uterus, tubes, and ovaries are evaluated. The treatment must 
consider the cause. Diabetic vulvitis will resist any and all forms 
of topical treatment, while control of the diabetes will effect 
cure. Faulty food habits and the elimination of excessive sugar 
from the diet frequently relieves patients who have no clinical 
or laboratory signs of diabetes. Good nutrition and supplemen- 
tal vitamins, particularly the B complex and vitamin A, seem 
to have a beneficial effect on some forms of vulvitis and vag- 
initis. Psychological advice may help some of these patients. 
Urinary incontinence or fistulas need correction. Relief from 
pain or irritation can be secured temporarily with local applica- 
tions of mild ointments, sitz baths, boric acid packs, and avoid- 
ance of irritation from clothing. Specific therapy is applied when 
the diagnosis of the causative agent has been established. Tri- 
chomonas vaginitis as well as mycotic vulvovaginitis resist treat- 
ment in a certain percentage of cases. No agent has been 
discovered that will cure all patients harboring these organisms. 
The authors believe that use of the douche is abused, and that 
many cases of vulvovaginitis are caused and prolonged by in- 
judicious douching. Physicians should inform patients that with 
rare exception, douching is unnecessary and possibly even in- 
jurious. When necessary, plain water, saline, or mild acid douches 
may be used. 
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New York State Journal of Medicine, New York 
§1:2551-2694 (Nov. 15) 1951 


Progress in Preventing Blindness. F. M. Foote and T, H. Johnson. 


—p. 
Sympathetic Ophthalmia, Its Pathogenesis and Prophylaxis. H. H. Joy, 
—p. 2613. 
' Common Pitfalls in Ocular Surgery. I. J. Koenig.—p. 2617, 
- Role of Heredity in Ophthalmology. H. F. Falls.—p. 2624, 
Excision of Extensive Lye Strictures of Esophagus. J. R. Paine.—p. 2628. 
Radical Surgery for Head and Neck Cancer. W. L. Watson.—p. 2631. 
Effect of ACTH and Cortisone on Upper Respiratory Tract. J, E. 
Bordley.—p. 2636, 
Expanding Tumors of Maxillary Sinus: Value of Lateral Rhinotomy,. 
C. A. Heatly.—p. 2640 
Orally Administered Citrovorum Factor 
Anemia with Neurologic Complications. 
C. S. Wallace and G, Fiala.—p. 2645. 
New Concepts on “Brittle’’ Diabetes. H. Schwab.—p. 2647, 
A Proctoscopic Table. A. A. Kane.—p. 2650. 
Evipal Soluble Anesthesia for Major Surgery. C. P. Boyan and O. Schwei- 
zer.—p. 2651. 
Psychosomatic Treatment of Obesity. W. Dorfman.—p. 2655. 


in Treatment of Pernicious 
N. S. Moore, M. L. Scott, 


Oklahoma State Medical Assn. J., Oklahoma City 


44:459-508 (Dec.) 1951 
Clinical Use of Peritoneal Irrigation: Simplified Method and Its Indica- 
tions. E. E. Muirhead.—p. 462. 
Low Bowel Obstruction—Roentgen Diagnosis. 
Appendicitis. R. G. Stoll.—p. 474. 
Medical Management of Ulcerative Colitis. T. — Jr.—p. 477. 
Adenomata of Large Bowel. J. D. Shipp.—p. 480 


L. M. Pascucci.—p. 469, 


Pediatrics, Springfield, Ill. 
8:603-752 (Nov.) 1951 


“Effect of Adrenocorticotrophic Hormone on Rheumatic Fever. A. Dorf- 
man, K. Smull, D. M. Bergenstal and others.—p. 603. 

Interpretation of Basal Metabolic Rate of Children of Unusual Body 
Build. A. Iliff. V. A. Lee and R. C. Lewis.—p. 616. 

*Atresia of Intrahepatic Bile Ducts. E. H. Ahrens Jr., R. C. Harris and 
H. E. MacMahon.—p. 628. 

Heat Prostration in Fibrocystic Disease of Pancreas and Other Condi- 
tions. W. R. Kessler and D. H. Andersen.—p. 648. 

Splanchnicectomy for Pancreatic Fibrosis: Analysis of Results in 24 
Patients. W. B. Ayers, D. Stowens, A. Ochsner and R. V. Platou. 
—p. 657. 

Hypertension Pheochromocytoma. N. Aronson, 

. S. Stern and S, Q. Cohlan.—p. 664, 

Wedinae Pharyngitis: Its Relationship to Coxsackie Group of Viruses. 
J. K. David Jr., D. Leavitt and B. F. Howitt.—p. 672. 

Asphyxial Attacks in the Newborn Infant Due to Congenital Occlusion of 

Posterior Nares: Report of Five Cases. H. Medovy and I. H. Beckman, 

678, 


Sexual Precocity in Females: Report of Two Cases, with Arrest of Pre- 
cocity in McCune-Albright Syndrome After Removal of Cystic Ovary. 
L. G. Pray.—p. 684 

we Injuries in Breech Delivery. B. H. Shulman and C. B. Terhune. 

693 


The Testis: V. Use of Testicular Biopsies in Differential Diagnosis of 
Precocious Puberty. E. H. Sobel, R. C. Sniffen and N, B. Talbot. 
—p. 701. 


Corticotropin in Rheumatic Fever.—Of 22 children between the 
ages of 3% and 15 years with rheumatic fever treated with cor- 
ticotropin (ACTH), 3 had acute rheumatic fever, 8 had acute 
rheumatic fever associated with pancarditis, and 11 had chronic 
rheumatic fever. All patients had elevated erythrocyte sedimen- 
tation rates and signs of carditis. Treatment with corticotropin 
was generally started with a dose of 80 mg. per day administered 
intramuscularly in four equally divided doses every six hours. 
The daily dose was reduced to 40 mg. after two days. It was 
kept at this level for most of the period of treatment that varied 
from four to six weeks, and it was finally decreased further 
before treatment was discontinued. Arthritis occurred so infre- 
quently that evaluation of therapy was impossible. Of the 22 pa- 
tients, 19 showed a significant elevation of temperature preced- 
ing treatment and 16 showed a definite drop in temperature 
during treatment. The three patients whose temperature was not 
affected by treatment had pancarditis and died during treatment. 
The incidence of rheumatic skin rashes was too low to draw 
any final conclusions as to the effect of drugs. Nodules were 
present in only three patients and disappeared during treatment. 
Except in the 4 patients who died during treatment, a striking 
decrease in sedimentation rate was observed. The time required 
for the sedimentation rate to return to normal varied from 10 
to 14 days. This measurement was the most convenient index 
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for follow-up of the patients and in general correlated with 
clinical remissions. One of the most striking changes in the 
carditis was the disappearance of pericardial friction rubs in all 
but the patients who died during therapy. The time required 
for disappearance of such evidence of pericarditis varied from 
a few days to two weeks. Tachycardia was present in all patients 
but, except in those who died, the pulse rate returned to normal 
during treatment. In 13 patients with congestive failure previous 
to therapy, evidences of congestive failure had disappeared 
before the cessation of therapy. No patient of this group has had 
a recurrence of congestive failure subsequent to therapy. The 
changes observed in the various manifestations of carditis sug- 
gested that corticotropin exerts a definite effect on carditis. In 
almost all of the patients there was evidence of reactivation of 
disease on withdrawal of drug. Corticotropin therapy did not 
prevent death due to acute rheumatic pancarditis in every case. 
There is no indication of whether treatment of active rheumatic 
fever with corticotropin changes the incidence of late valvular 
deformities. 


Atresia of Intrahepatic Bile Ducts.—The occurrence of atresia 
of the intrahepatic bile ducts is reported in three girls who died 
between 3 and 3% years of age, and one boy who was still alive 
at the age of 6% years. Of the four, three also had anomalies 
of the extrahepatic bile ducts. All had secondary biliary cirrho- 
sis. The course of the disease was distinguished by a relatively 
long life span. Generalized skin xanthomatosis occurred in all 
patients, together with a pronounced and characteristic elevation 
of the serum lipids. Postmortem examination performed in the 
three fatal cases did not indicate that intrahepatic bile ducts 
had developed and then become obliterated. The evidence pre- 
sented suggests that absence of interlobular bile ducts is a de- 
velopmental anomaly, and that the embryologic development of 
biliary epithelium is normally independent of the growth of 
hepatic trabeculae. 


Plastic and Reconstructive Surgery, Baltimore 


8:335-416 (Nov.) 1951 


Application of Permanent Pedicle Blood-Carrying Flaps. J. B. Brown, 
M. P. Fryer and F. McDowell.—p. 335. 
Congenital Atresia of Oropharynx. J. J. Longacre.—p. 341 


Clinical Dilemmas in Specialty Practice of Medicine. N. Owens.—p. 349, 


*ACTH in Plastic Surgery. H. Conway and R. B. Stark.—p. 354. 

Biology of Skin Graft: New Aspects to Consider in Its Revascularization, 
L. Mir y Mir.—p. 378. 

Treatment of Inveterate Facial Paralysis. H. Brunner.—p. 390. 


New “Economica!” Technic in Treatment of Hidrosadenitis of Buttocks. 
A. F. Borges.—p. 396. 


Fibrous Dysplasia of Maxilla. E. J. Hill.— 


398, 
Simple Technic for Removal of Fine Seated Skin Sutures. A. P, 
Hovnanian.—p. 407. 


Corticotropin in Plastic Surgery.—Reports that treatment with 
corticotropin (ACTH) limited the development of granulation 
tissue and fibrous tissue, stimulated epithelization, and im- 
proved the management of extensive burns and that homo- 
transplants of skin were successful permanently after such 
treatment stimulated investigations on the use of corticotropin 
in plastic surgery. Observations are reported on the epitheliza- 
tion of wounds, homotransplants of skin, and treatment of 
keloids and burns. In a patient with Cushing’s disease the forma- 
tion of granulation and fibrous tissue was greatly inhibited. The 
rate of epithelization was delayed as compared in a control 
patient. In experimental animals homotransplantation of skin 
was unsuccessful, even though the animals were treated with 
corticotropin. However, the thromboses of minute vessels 
adjacent to the homoplastic grafts apparently were prevented 
in more than half of the experiments. Such thromboses had been 
observed regularly prior to the sloughing of homoplastic skin 
grafts in animals not treated with corticotropin. Their develop- 
ment had been looked on as one factor contributing to the 
failure of homoplastic transplants. A patient is described who 
was treated with corticotropin before and after homotransplants 
of skin, but the transplants did not take. In two patients the ex- 
cision of keloids was followed by therapy with corticotropin; 
the keloids have not recurred in the eight months and five 
months, respectively, that have elapsed since excision. In four 
patients keloids were injected directly with a mixture of corti- 
cotropin and hyaluronidase. All patients were relieved of their 
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symptoms of pain and itching. In one case, the keloid was notably 
softer and less erythematous following treatment. There have 
also been reports of dramatic results obtained with corticotropin 
in the treatment of severe burns, but these favorable results were 
largely nullified by reports that serious complications and even 
deaths followed the sudden withdrawal of the hormone or 
were brought on by the side-effects of the hormone. It is be- 
lieved that clinical research on the value of corticotropin should 
be continued. 


Proc. Soc. Exper. Biol. & Med., Utica, N. Y. 
78:363-664 (Nov.) 1951. Partial Index 


Abrupt Improvement of Serum Electrophoretic Pattern’ in Nephrosis 
After ACTH-Induced Diuresis. 8. E. Lenke and H. M. Berger.—p. 366. 

Preparation of Specific Complement-Fixing Antigen with Lansing Polio- 
myelitis Virus. M. Pollard.—p. 388. 

Abnormalities in Offspring of White Rats Given Protamin Zinc Insulin 
During Pregnancy. H. Lichtenstein, G. M. Guest and J. Warkany. 
—p. 398. 

Studies of Proteolytic Enzyme Systems in Patients with Emotional Dis- 
orders. J. S. L. Jacobs, P. M. West and C. E. Tempereau.—p. 410. 
Some Pharmacological Properties of Three New Mercurial Diuretics. 

C. A. Handley, D. Chapman and J. H. Moyer.—p. 433. 
Improvement of Protein Quality of Whole Wheat. R. Beaudoin, J. Mayer 

\ and F. J. Stare.—p. 450. 

Chemical Inhibition of Decapsulation in Beta Hemolytic Streptococcus. 

~ L. M. Weiner and C. V. Seastone.—p. 466. 

Modification of Sensitivity to X-Radiation by Morphine Sulfate. J. B. 
Kahn Jr.—p. 486. 

_ Effect of Oral Terramycin Prior to Whole Body X-Radiation. G. E. 
Gustafson and S. Koletsky.—p. 489. 

Effect of Adrenal Hormones on Infection of Mice with Pneumonia Virus 
of Mice (PVM). J. M. Smith, J. S. Murphy and G. S. Mirick.—p. 505. 

Hemagglutination Reaction in Streptococcal Infections and Acute Rheu- 
matic Fever. W. M. M. Kirby.—p. 519. 

Proliferation and Vascularization of Adult Human Epithelium in Sub- 

cutaneous Tissues of X-Irradiated Heterologous Hosts. H. W. Toolan. 

540 


Recovery of Growth Hormone in Purification of Corticotropin. M. S. 
Raben and V. W. Westermeyer.—p. 550. 

Aureomycin and Terramycin in Human Saliva. F. W. Kraus, D. W. 
Casey and V. Johnson.—p. 554. 

Regulation of Breathing in Man at Altitude. F. G. Hall.—p. 580. 

*Hemodilution as Result of Estrogen Therapy: Estrogenic Effects in the 
Human Female. C. L. Witten and J. T. Bradbury.—p. 626. 


Hemodilution Resulting from Estrogen Therapy. — Sixteen 
women from 15 to 52 years of age were given estrogens because 
of minor menstrual irregularities. The estrogen treatment and 
the blood studies were completed in the intermenstrual interval 
so none of the blood changes could be attributed to menstrual 
blood loss. Either 5 mg. of estrone or 0.4 mg. of a-estradiol 
dipropionate was given intramuscularly on alternate days for a 
total of two to four injections. The erythrocyte count, hemo- 
globin level, and hematocrit value were low during the 4 to 10 
days in which estrogen was administered. On cessation of the 
estrogen therapy, there was a return to initial levels within five 
to nine days. Evans blue dye studies made in 3 of the 16 women 
demonstrated that the blood volume increased enough to account 
for the lowering of the red cell count, hemoglobin level, and 
hematocrit reading. These studies confirm observations of other 
investigators. The loss of blood volume following oophorectomy 
noted by Friedlander and associates and its correction by estro- 
gen therapy suggests that the vasomotor symptoms of the surgi- 
cal or natural menopause may be, in part, a reflection of blood 
volume changes. The hemodilution also suggests that the in- 
creased estrogen level during pregnancy may be a causative 
factor of the increased blood volume and the “physiologic 
anemia” that occurs in pregnant women. Studies in women who 
experience a definite premenstrual edema would be of interest 
to determine whether an intravascular fluid increase parallels the 
extravascular fluid increase. Hematological studies during 
therapy with estrogen and progesterone or testosterone would 
show whether these hormones modify or augment the action 
of estrogen. 


| Psychoanalytic Quarterly, Albany, N. Y. 


20:511-682 (Oct.) 1951. Partial Index 


Some Etiological Aspects of Repression, Guilt and Hostility. A. McF. 
Johnson.—p. 511. 
Anxiety and Organism. S. S. Feldman.—p. 528. 
_ Childhood Attitudes Toward Flatulence and Their Possible Relation to 
Adult Character. B. R. Merrill.—p. 550. 
Concept of Defense. G. Geré.—p. 565. 


J.A.M.A., March 22, 1952 


Southern Medical Journal, Birmingham, Ala. 
44:1089-1180 (Dec.) 1951. Partial Index 


Problems in Diagnosis of Carcinoma of Lungs. S. W. Brown.—p. 1089. | 


*Pleuropulmonary Amebiasis. N. A. Kilgore Jr.—p. 1093. 
*Physiologic Basis for Intra-Arterial Transfusion in Severe Hypotension, 
J. R. Veal, T. J. Dugan, R. Bauerfeld and A. S. Russell.—p. 1096. 

Physical Medicine and Rehabilitation: Progress and Objectives in Veterans 
Administration. A. B. C. Knudson.—p. 1100. 

Effect of Cortisone and ACTH in Corneal Dystrophy. J. Fulmer.—p. 1105. 

Guillain-Barré Syndrome: Convalescent Treatment by Physical Measures. 
O. F. von Werssowetz.—p. 1106. 

Comparative Studies in Penicillin Therapy of Early Syphilis. R. O. Noojin 
and M. V. Stallworth.—p. 1113. 

Aureomycin, Oral, Intravenous and by Local Application in Treatment 
of Dermatoses. H. M. Robinson and H. M. Robinson Jr.—p. 1116. 
Aureomycin in Male Trichomoniasis. L. V. McVay Jr., L. Evans and 

D. H. Sprunt.—p. 1122. 

Treatment of Ascariasis with a 
Hydrochloride. M. T. Hoekenga.—p. 

Trichinosis; Its Prevalence, Diagnosis and ’ Prevention. W. J. Senter. 
—p. 1127, 

Therapy of Functional Uterine Bleeding. R. B. Greenblatt and W. E. 
Barfield.—p. 1131. 

Indications for Surgical Intervention in Sterility of Female. B. B. Wein- 
stein.—p. 1135. 

Implantation of Salpinx Employing Cannula. V. D’Ingianni and I. L. 
Fontenelle.—p. 1139. 

Central Neurofibromatosis: Report of Two Cases, One with Benign, Other 
with ge — Neurogenous Tumors of Spinal Canal. J. M. 
Meredith.—p. 1143. 

Cryptococcosis: aes of Three Cases. H. E. K. Sweeny and J. M. 
Rumball.—p. 1152. 

Skin Graft in Treatment of Chronic Furunculosis of Posterior Surface 
of Neck (Folliculitis Keloidalis). F. F. Kanthak and M. L. Cullen. 
—p. 1154, 

South’s First Full Summer Camp for Diabetic Children and Observations 
on Use of NPH Insulin. J. S. Sweeney.—p. 1157 


Pleuropulmonary Amebiasis.—The pleuropulmonary complica- 
tions of amebiasis should be considered more often in differen- 
tial diagnosis of chest disease on the lower right side. In the 
past an erroneous diagnosis of tuberculosis, bronchiectasis, 
bronchopneumonia, lung abscess, or pleurisy with ‘effusion was 
made frequently, and many patients were treated for these dis- 
eases for long periods before amebiasis was considered. The 
greatest diagnostic aid in pleuropulmonary amebiasis is having 
its possibility in mind. A present or past history of dysentery, 
especially if known to be amebic, and signs of liver tenderness 
and enlargement with pleural and pulmonary disease should 
make one consider amebiasis as probably present. If there is 
basal disease of the right lung, with elevation and fixation of 
the diaphragm and expectoration of large amounts of chocolate 
sauce pus, a positive diagnosis can be made. Primary pleuro- 
pulmonary infection is rare or doubtful as the reported cases 
are not too well proved. Pleuropulmonary involvement is prob- 
ably always secondary to amebic infection somewhere in the 
gastrointestinal tract, the liver most frequently and colon less 
frequently. In 61 cases collected from the literature, there were 
12 in which the pulmonary involvement was not associated with 
demonstrable liver involvement. Administration of emetine 
hydrochloride produces a dramatic cure, and chloroquine di- 
phosphate is also effective and less toxic. The response to the 
administration of emetine hydrochloride or chloroquine diphos- 
phate may be necessary, in some instances, to make a positive 
diagnosis or to determine which pulmonary lesion is amebic. 


Intra-Arterial Transfusion in Severe Hypotension.—Perfusion 
experiments carried out on anesthetized dogs demonstrated that 
hemorrhage reduced the limb blood flow (perfusion) before it 
caused a decline in the systematic arterial pressure. They also 
revealed that, as the shock deepened, the circulation became 
totally inadequate and the heart could no longer contract effec- 
tively. In such a state it was observed that even the aortic valves 
became incompetent. The graded degrees of shock that had been 
established by bleeding the animals were then combated by 
blood transfusions. Comparisons were made of the effectiveness 
of replacing the blood by the intravenous and intra-arterial 
routes. The milder grades of hypotension were successfully over- 
come by either method. In the moderately severe stages both 
methods were effective, but the results were more rapid with 
intra-arterial administration. Smaller amounts of blood were 
required when it was given intra-arterially. In the graver states 
of hemorrhage, quantitative replacement of blood failed to over- 
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come the shock when given intravenously but did succeed when 
given intra-arterially. When hypotension reaches a critical stage, 
even large quantities of blood given intravenously may not re- 
store the circulation. In fact it may cause complete failure by 
overloading the right side of the heart. To obtain forceful cardiac 
contractions and reestablish perfusion of the blood, the arterial 
pressure must be raised rapidly. This may be accomplished by 
intra-arterial transfusion. When blood is administered intra- 
arterially, at a pressure higher than that existing in the arterial 
bed, the blood will flow along the course of least resistance. 
It may fill the entire arterial system before an appreciable amount 
enters the veins. As soon as the aortic pressure is elevated, the 
intra-aortic resistance is increased and the heart pressure rises. 
This in turn allows better contractions and more forceful pro- 
pulsion of blood into the aorta. By elevating the intra-arterial 
pressure the vasoconstriction is also relaxed and more adequate 
perfusion throughout the vascular bed results. —- 


Stanford Medical Bulletin, San Francisco 


9:205-292 (Nov.) 1951. Partial Index 


Studies in Subtotal Nephrectomy in Rats. L. J. Rather.—p. 207. 

Comparative Study of Metabolic Effect of Adrenocorticotrophic Hormone 
(ACTH), Cortisone, and Desoxycorticosterone Acetate (DCA). R. Luft 
and B. Sjégren.—p. 218. 

Skeptical Evaluation of Portacaval Anastomosis for Gastrointestinal 
Hemorrhage in Cirrhosis of Liver. R. Cohn.—p. 231. 

Antiviral Chemotherapy: V. Further Report on Flavonoids. W. E. Cut- 
ting, R. H. Dreisbach, M. Azima and others.—p. 236. 

*Effect of Fluorides in Acne Vulgaris. E. Epstein.—p. 243. 

Heart Failure from Estrogen Therapy for Prostatic Carcinoma: Case 
Report. H. M. Weyrauch and M. L. Rosenberg.—p. 245. 

*Weight Reduction in Treatment of Diabetes Mellitus: Case Report. G. B. 
Robson.—p. 260 


Fluorides in Acne Vulgaris.—The use of fluorides as a prophy- 
lactic agent against dental cavities is widespread. However, one 
patient with acne vulgaris, who had a severe exacerbation of 
her pustular eruption, pointed out that she was taking a fluoride 
tablet as a preventative against dental caries. It seemed advisable 
to discontinue the use of fluoride in this patient, and a study 
was conducted to determine if fluoride tablets have any dele- 
terious effects on the eruption of acne vulgaris. Lozenges con- 
taining calcium fluoride 0.002 gm., ascorbic acid 0.03 gm., 
vitamin D 400 U. S. P. units, and synthetic flavoring were given 
to 20 patients with acne. Once a day one lozenge was held in the 
mouth until dissolved. These were taken for from 1 to 11 weeks, 
the average being about 6 weeks. Other remedies were continued, 
since harmful rather than beneficial results were anticipated. In 
no instance did the acne lesions become severer while the patient 
was taking the fluoride lozenges, and 45% of the patients im- 
proved while receiving this medication. However, of 20 controls 
who received no fluoride lozenges, but otherwise the same treat- 
ment, 55% improved. The author feels that this study emphasizes 
the necessity of controls in evaluating therapeutic agents. On 
the face of it, the beneficial results obtained while the subjects 
were taking the fluoride lozenges approached those obtained 
with certain highly endorsed remedies for acne. However, com- 
parison with the control series indicates that the lozenges studied 
neither irritated nor improved the eruptions. 


Weight Reduction in Diabetes Mellitus.—In the case reported, 
a woman, aged 27, was hospitalized with a history of having 
been in coma for the previous eight hours. She had been having 
increasing urinary frequency for several weeks. After eight hours 
she had received 575 units of insulin, and her blood sugar level 
at this time was 260 mg. per 100 cc. Treatment was continued 
and after about 15 hours the patient was semiconscious. There- 
after she improved rapidly and by the third day was rational 
and cooperative. She weighed 174 Ib. (79 kg.). At first she was 
put on a diet that provided 2,550 calories but later on one that 
furnished 1,500 calories. In four months her weight decreased 
to 154 Ib. (69.9 kg.), and her insulin dose was reduced until 
none was required. Thus with weight reduction she showed no 
evidence of diabetes. Five years later, following the regaining 
of the lost weight, she returned with the characteristic findings 
of diabetes mellitus. The author has observed repeatedly that 
obese diabetics achieve normal glucose tolerance curves with 
loss of weight. At his clinic it has become the practice never 
to give obese diabetics insulin unless complications make it 
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advisable. He has seen patients requiring as much as 150 units of 
insulin daily who have lost all symptoms of diabetes merely by 
weight reduction. In addition, it has been found that diabetics 
who remain overweight commonly have diabetic retinitis, renal 
lesions, and so forth, whereas, those who lost weight and “cured” 
their diabetes, have remained free from such complications. 


Surgery, Gynecology and Obstetrics, Chicago 
93:657-782 (Dec.) 1951 


Arteries, Veins, and Arteriovenous Anastomoses in Human Stomach. 
T. E. Barlow, F. H. Bentley and D. N. Walder.—p. 657. 

Neurovascular Mechanism of Mucous Membrane of Stomach. H. B. 
Benjamin.—p. 672. 

Internal Wire-Pin Stabilization for Middle bw Facial Fractures. 
J. B. Brown, M. P. Fryer and F. McDowell.—p. 676. 

*Treatment of Cardiac Arrest: Experimental Study. J. H. Kay.—p. 682. 

Mechanism of Electrolyte Imbalance Following Ureterosigmoid Trans- 
plantation, J. Lapides.—p. 691. 

Ureterocele: Study of 94 Instances in 80 Infants and Children. M. Camp- 
bell.—p. 705 

*Cancer Detection Center: Its Effectiveness and Its Role in Control of 
Cancer, as Determined by a Follow-Up Study of 1,000 Patients. E. E. 
Cliffton and B. Rush Jr.—p. 719. 
*Sympathectomy in Treatment of Frostbite. H. B. Shumacker Jr.—p. 727. 
Measurement of Pulsatile Arterial Circulation. C. A. Johnson.—p. 735. 
Anomalies of First Branchial Cleft. L. T. Byars and R. Anderson. 
—p. 755. 

Adenomammectomy for Benign Breast Lesions. C. O. Rice and J. H. 
Strickler.—p. 759. 

Sex Hormones in Fracture Healing: Experimental Study. W. R. Deaton 
Jr., F. Forsyth, T. O. Coppedge and H. H. Bradshaw.—p. 763. 

Prognosis of Cancer of Cervix by Vaginal Smear: Correlation with Five 
Year Results. R. M. Graham.—p. 767. 


Treatment of Cardiac Arrest.—Cardiac arrest is a surgical emer- 
gency that may occur in the form of ventricular standstill or 
ventricular fibrillation. In ventricular standstill the heart con- 
tracts feebly or not at all. In ventricular fibrillation there are 
incoordinate contractions of individual muscle fibers. In both 
forms the ventricles are ineffective in expelling blood. The ex- 
periments described here were undertaken to determine the most 
satisfactory methods of treating ventricular standstill and fibril- 
lation. Ventricular standstill and fibrillation were produced 205 
times in 72 dogs, and various treatments were employed. Ade- 
quate cardiac massage was found to be one of the most impor- 
tant steps in treating ventricular standstill and fibrillation. 
Ventricular standstill produced by an overdose of ether or chloro- 
form as well as ventricular standstill following the successful 
electrical defibrillation of hearts in ventricular fibrillation was 
successfully treated with cardiac massage alone or cardiac mas- 
sage in conjunction with the injection of various cardiac stimu- 
lants. Isopropylepinephrine and barium chloride restored a nor- 
mal beat to many of the hearts in ventricular standstill. Calcium 
chloride was a better cardiac stimulant than the former sub- 
stances, but epinephrine hydrochloride was the best cardiac 
stimulant. The injection of procaine is not a satisfactory method 
of treating ventricular fibrillation, even when accompanied by 
cardiac massage. Cardiac massage for one to two minutes asso- 
ciated with electrical defibrillation was successful in 189 ven- 
tricular fibrillation experiments. On only one occasion was it 
necessary to use procaine as an adjunct to electrical defibrilla- 
tion. In 29 animals the heart was allowed to fibrillate for from 
3 to 62 minutes. The heart was massaged during the entire time 
and at the end of the allotted time the heart was electrically 
defibrillated and all of the animals recovered without evidence 
of neurological changes. 


Effectiveness of Cancer Detection Center.—Opinion concerning 
the effectiveness of cancer detection centers is divided. Initial 
reports of their results were favorable, but they have been 
criticised because of: (1) the difficulty in restricting the clinics 
to asymptomatic patients; (2) the low percentage of detections, 
(estimated at 1 in 1,000 by some); (3) the high cost per detec- 
tion; and (4) the large number of patients who do not receive 
the diagnostic procedures recommended when referred back to 
their physicians. At the New Haven Cancer Detection Center, 
established in 1947, more than 3,000 examinations have been 
conducted. A follow-up study was started in 1950. The routine 
examination at this center includes history and physical exami- 
nation, blood count, urinalysis, stool guaiac test, roentgenogram 
of the chest, Papanicolaou smears of the cervix, and Mazzini 
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test. Auxiliary services include further diagnostic x-ray studies, 
endoscopic examinations, and biopsy. A determination of the 
number of true detections made in 1,000 patients and the number 
of cancers missed by follow-up of the patients over a period 
of at least 12 months indicated that most silent cancers were 
detected by use of all diagnostic facilities and proper follow-up. 
The percentage of detection may not be high enough to justify 
the cost of a detection center, but other benefits justify their 
continuation. These indirect benefits include evaluation of new 
methods of detection, education of the medical and lay public 
concerning cancer detection, and early diagnosis of diseases other 
than cancer. Methods for increasing the yield of cancer detec- 
tions are discussed, and the authors recommend the use of one 
of the nonspecific serological tests for cancer in conjunction with 
the routine cancer detection examination. Patients in whom 
silent cancers are diagnosed are greatly benefited by the early 
diagnosis, as indicated by the low incidence of metastatic lesions 
in these patients. 


Sympathectomy in Frostbite.—Sympathetic blocks induced early 
in the course of frostbite bring about cessation of pain, rapid 
subsidence of edema, quicker demarcation of viable and gangre- 
nous areas, and more active circulation with better granulations 
and quicker healing. In this report Shumacker is chiefly con- 
cerned with the use of sympathectomy in the later stages of frost- 
bite. He analyzes his experiences with 33 sympathectomies in 
20 patients, in all of whom the injury resulted from exposure 
to dry cold, no cases of trenchfoot or immersion foot being in- 
cluded. In two patients sympathectomy was performed within 
the first week after freezing, and both patients left the hospital 
with the wounds healed after 56 and S7 days, respectively. In 
10 additional patients sympathectomies were carried out from 
2 to 11 months after injury. Twelve lumbar sympathectomies 
were performed, the procedure being carried out bilaterally in 
three patients and unilaterally in six: a bilateral dorsal sympa- 
thectomy was performed in the 10th patient. All 10 patients had 
vascconstriction and sympathetic overactivity even in an ordi- 
nary warm environment. Many of them complained of coldness 
of the feet and hyperhidrosis and cyanosis. Four patients com- 
plained of rest pain and in three of the four the pain was burning 
in character. These symptoms were all relieved after sympathetic 
denervation except for persistence of very mild pain in one pa- 
tient. The remaining eight patients were treated for late sequelae 
of frostbite from 3 to 22 years after the injury. The chief com- 
plaints were coldness, numbness, pain, hyperhidrosis, edema, re- 
current ulceration, and Raynaud's attacks. Six of these patients 
had bilateral lumbar sympathectomy, and two had bilateral 
upper dorsal sympathectomy. The results of sympathectomy 
were excellent or good in all eight cases. 


Texas State Journal of Medicine, Fort Worth 
47:799-850 (Dec.) 1951 


Recent Advances in Treatment of Tuberculosis. D. E. Jenkins.—p. 803, 
Pulmonary Decortication. R. R. Ross.—p. 810. 
Fungus Diseases of Lungs: Review of Roentgenologic Manifestations, 
Good.—p. &17. 
Pulmonary Adenomatosis and Alveolar Cell Carcinoma. J. P. Abbott, 
826. 


*Homologous Serum Hepatitis After Transfusions of Blood and Ultra- 
violet-Irradiated Plasma: Clinical Observations. R. G. Greenlee, 
R. J. Terrill and J. Q. Sloan.—p. 831. 


Serum Hepatitis Following Transfusions.—This report is based 
on a follow-up study of 1,311 patients who received a total of 
2,939 transfusions cf whole citrated blood and 77 units of ir- 
radiated plasma. Some of these patients received as many as 14 
transfusions. Sixteen of the patients died before six months had 
elapsed and are therefore not included in this inquiry regarding 
serum hepatitis. A total of 843 patients could be followed up, 
and among these there were 13 cases of homologous serum 
hepatitis, 3 of which are regarded as “possible cases,” since the 
patients were not observed during their illness by these authors 
and their own physicians could not be reached. Ten of the 
patients received plasma that had been subjected to ultraviolet 
irradiation; two of them having received no other transfusion 
beside the irradiated plasma. It is concluded that ultraviolet 
irradiation probably does not render pooled plasma free from 
the virus of homologous serum hepatitis. 


J.A.M.A., March 22, 1952 


U. S. Armed Forces Med. J., Washington, D. C. 


2:1593-1778 (Nov.) 1951. Partial Index 
Goiter Heart. S. H. Rosen.—p. 1593. 
“Treatment of Nerve-Gas Casualties. J. R. Wood, P. F. Dickens Jr., 
J. Rizzolo and M. W. Bayliss.—p. 1609. 
Evolution of Medical Air Transport Policies. J. A. Baird.—p. 1619. 
Medical Experiences in Korea, D. E. Carle.—p. 1623. 
Chemosurgery. G. H. Ekblad.—p. 1631. 
Proper Use of Outpatient Clinic. W. F. Bowers.—p. 1641. 
Lymphogenous Cysts of Mediastinum: Cystic Hygromas, Pericardial 
Cysts, and Pericardial Diverticulum. R. B. Brown and R. . 


1651. 

Multiple Eosinophilic Granuloma of Bone with Pulmonary Involvement, 
A. J. Brody and J. O. Gillespie.—p. 1669. 

Eosinophilic Granuloma of Rib. S. W. French III.—p. 1681, 

Regional Enteritis. D. R. Sewell and J. H. Wilkins.—p. 1685. 

Management of Neurogenic Bladder. J. C. Kimbrough.—p. 1691. 

*Vivax Malaria with Long Incubation Periods: Report of Seven Cases. 
F. E. Eddleman Jr., W. H. Hale and W. M. Snowden.—p. 1693. 

Present Concepts of Compensation for Fluid and Electrolyte Alteration, 
. H. Walker.—p. 1699, 

Presacral Neuvrofibroma. G. Alvary.—p. 1709. 

Clinical Effects of Delta 5 Pregnenolone in Rheumatoid Arthritis. A. R, 
Higgins, R. E. Jones Jr. and T. W. D. Smith.—p. 1717. 

Symmetrical Serous Synovitis. R. G. Thompson and C. Z. : —p. 1723. 

Cervical Spine Radiography. R. W. Augustine and R. W. Eells, 
—p. 1729. 

Primary Split-Skin Graft in Treatment of Pilonidal Cysts.—p. 1733. 


Treatment of Nerve Gas Casualties.—The nerve gases are a 
group of highly toxic chemical agents. Like the newer insecti- 
cides such as “parathion,” the nerve gases depress the cholin- 
esterase activity of the tissues below a functional threshold. The 
manifestations of acute poisoning by these agents resemble those 
produced by excessive stimulation of the parasympathetic nerv- 
ous system, the central nervous system, and somatic motor 
nerves. Therefore, these substances should be classified as 
cholinergic agents. The nerve gases are readily absorbed from 
the skin, mucous membranes, respiratory tract, and the gastro- 
intestinal tract. The signs and symptoms of poisoning by these 
agents include muscarine-like, nicotine-like, and central nervous 
system effects. They include anorexia, nausea, vomiting, ab- 
dominal cramps, tenesmus, and diarrhea. There is increased 
sweating, lacrimation, and tightness of the chest, with prolonged 
wheezing expiration suggestive of bronchoconstriction. The 
pupils become constricted and occasionally are unequal in size. 
There is increased fatigability associated with muscular weak- 
ness and twitching. The central nervous system effects include 
giddiness, insomnia, tension, anxiety, depression, and changes 
in the electroencephalogram. There is a fairly narrow margin 
between the dose of the nerve gas that produces systemic symp- 
toms and the dose that would probably be lethal. The treatment 
of anticholinesterase poisoning is based on blocking the effects 
of accumulated acetylcholine by giving atropine and appropriate 
symptomatic therapy. The following lifesaving and therapeutic 
measures are mentioned: (1) termination of exposure, masking, 
and removal from the contaminated area, and decontaminating 
the skin surfaces by removal of contaminated clothing and equip- 
ment; (2) administration of atropine as soon as possible after 
poisoning and repeating it as necessary; (3) administration of 
artificial respiration to paralyzed persons. Symptomatic treat- 
ment may include the use of trimethadione or thiopental sodium 
to control convulsions not controlled by atropine, pentobarbital 
as a Sedative to allay apprehension, and atropine or homatropine 
to overcome miosis. 


Vivax Malaria with Long Incubation Periods.—Seven proved 
cases of vivax malaria seen at an infirmary from May through 
July, 1951, in military personnel returned from Korea are re- 
ported. These cases are of special interest because the symptoms 
of malaria occurred from 24% to 8 months after their return to 
the United States. All were successfully treated with chloroquine. 


Wisconsin Medical Journal, Madison 


50:1157-1332 (Dec.) 1951 


Some es Implications of Gynecologic Surgery. C. L. Kline. 

caatien , oa from Oxycel: Case Report. G. A. Fostvedt and 

M. R. Fostvedt.—p. 1183. 

Further Experience with Rebreathing Heart Test. A. A. Holbrook. 
—p. 1185. 

Constructive Values in Training of Slow Learning Children. L. Kanner. 
—p. 1191, 
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Ann. Chirurgiae et Gynaecologiae Fenniae, Helsinki 


40:135-202 (No. 3) 1951. Partial Index 


*Cholecystitis and Cholelithiasis in Childhood. R. Wilenius.—p. 135. 

Gynecologic Tumors Extending to or Above Umbilicus. O. Kinnunen 
and M. Kauppinen.—p, 147. 

Microscopic Examination of Placenta in Normal, Premature, and Past- 
mature Births, and in Gestosis. H. Sauramo.—p. 164. 

Sexual Function in Women After Irradiation for Cervical Carcinoma. 
V. Kahanpaa and T. Gylling.—p. 189. 

Acute Intestinal Obstruction as Result of Cancer of Colon. E. Puranen. 
—p. 194, 


Cholecystitis and Cholelithiasis in Childhood.—In school chil- 
dren the symptoms of cholecystitis and gallstones are fairly 
similar to those in adults, but in infants the diagnosis of 
cholecystitis is difficult since the symptoms are lack of appetite, 
vomiting, and diarrhea with or without fever. Most observers 
agree that the prognosis for acute cholecystitis in childhood is 
poor unless the patient is subjected to early operation. Cholecys- 
titis following typhoid fever seems to be particularly malignant 
if mixed infection occurs. Wilenius presents five case reports. 
In case 1 the etiology was not clear, but typhoid gastroenteritis 
was suspected, and perforation and diffuse peritonitis occurred. 
The diagnosis was made post mortem. In case 2 acute cholecys- 
titis may have been caused by measles. A swelling was palpable 
between the umbilicus and right costal margin that proved at 
operation to be an inflamed gallbladder. Cholecystostomy was 
performed, and the patient recovered, but later repeated attacks 
of pain occurred. In case 3 acute typhoid cholecystitis was sus- 
pected; cholecystectomy was performed and the patient re- 
covered. In case 4 acute pneumococcic cholecystitis was cured 
by cholecystectomy. The symptoms of gangrenous cholecystitis 
in case 5 resembled those of appendicitis; cholecystectomy was 
successful. In none of these patients were gallstones found. The 
author also studied autopsy records of 2,049 persons less than 
19 years of age. Concrements in the gallbladder were found in 
0.33% of the cases. The gallstones were evidently asymptomatic 
in all these cases. 


Beitrage zur klinischen Chirurgie, Munich 
183:257-384 (No. 3) 1951. Partial Index 


Intestinal Obstruction After Laparotomy. R. Stich.—p. 259. 

Late Functional Results of Unilateral Pelvic Resection Performed During 
Period of Growth. E. Heller.—p. 265 

Perirenal Hemangioma as Cause of Recurrent Perirenal Hematoma. 
P. Scheid.—p. 270. 

Occurrence of Pancreatic Injuries After Gastrectomy and Their Sequelae. 
E. Ligdas.—p. 287 

*Conservative Treatment of Prolapsed Posterior Intervertebral Lumbar 
Disk, with Particular Consideration of Presacral Procaine Hydro- 
chloride Infiltration According to Pend! and Heile’s Paravertebral 
Anesthesia. K. Schulte.—p. 325. 


Conservative Treatment of Prolapsed Intervertebral Disk.— 
Twenty-eight patients with prolapsed posterior intervertebral 
disk were given 46 presacral and 54 bilateral paravertebral infil- 
trations of anesthetics; some patients were given up to three treat- 
ments at intervals of several days. In 22 cases 32 presacral infil- 
trations of 150 cc. of 0.25% solution of procaine hydrochloride 
and 38 bilateral paravertebral infiltrations of 50 cc. of 0.25% 
solution of procaine hydrochloride were given; in 9 cases 16 pre- 
sacral and 16 bilateral paravertebral infiltrations of a 0.05% 
solution of 2(N-piperidyljethyl p-propoxyphenyl ketone hydro- 
chloride (“falikain”) were given. In three of the nine cases 
“falikain” was substituted for the previously used procaine hydro- 
chloride. In special cases the anesthesia was combined with 
extension by Glisson’s sling, traction applied on the legs by 
weight, and application of a trunk plaster cast. Treatment has 
not yet been terminated in 5 of the 28 patients; of the remaining 
23, 5 were lost to observation and 18 were subjected to follow up 
examinations. Of these 18 patients, good results were obtained in 
14 and satisfactory results in 4. The method thus was successful 
in about 90% of the patients. In two instances undesirable ef- 
fects of the treatment were observed, consisting of vomiting, 
headache, and small pulse in one patient, and of severe collapse 
in the other. This second patient was unconscious for one hour 
and had no pulse, since in the course of the paravertebral infil- 
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tration the anesthetic solution apparently had entered the dural 
sac. Consequently patients should be admitted to the hospital for 
the anesthesia. Conservative treatment of prolapsed interverte- 
bral disk should first be given a trial in every instance, since not 
only lumbar pain and sciatica may be improved but also scoliotic 
and kyphotic pain. Surgical treatment should be limited to pa- 
tients with definite indications. 


Biochemical Journal, London 


50:1-144 (Nov.) 1951. Partial Index 
Precise Determination of Haemoglobin in Blood by Abridged Photo- 
electric Spectrophotometry. J. W. Nicholas.—p. 1. 
Activation of Proteolytic Enzyme in Blood by Animal Tissue. T. Astrup. 


Electrical Stimulation in Vitro of Metabolism of Glucose by Mammalian 
Cerebral Cortex. H. MclIlwain, G. Anguiano and J. D. Cheshire.—p. 12. 

Assimilation of Amino-Acids by Bacteria. Effect of Certain Amino-Acids 
on Accumulation of Free Glutamic Acid by Staphylococcus Aureus: 
Extraceliular Peptide Formation. E, F, Gale and M. B. Van Halteren, 
—p. 34, 

Enzymes Concerned in Synthesis of Glycogen from Glucose in Brown 
Adipose Tissue. N. H. Creasey and C. H. Gray.—p. 74. 

Role of Gastric Urease in Acid Secretion. R. E. Davies and H. L. Korn- 
berg.—p. 119. 

Specificity of Cobra-Venom Cholinesterase. L. A. Mounter.—p. 122. 


British Journal of Radiology, London 


24:637-692 (Dec.) 1951 


Orbital X-Ray Therapy of Progressive Exophthalmos. A. Jones.—p. 637. 
Digital Markings in Radiographs of Skull in Children. D, Macaulay. 


—p. ve 
Simplified Method of Pelvimetry Using ‘‘Pelvimetry Protractor.” G, Doel 
—p. 653. 


Pyloro-Duodenal Spasm: Its Relaxation with Procaine. P. Cave.—p. 659. 

Physical Measurements on 2 MeV. X-Ray Generator. J. L. Howarth, 
J. C. Jones and H. Miller.—p. 665. 

Design of Wedge Filters for X-Ray Therapy. A. C. Groom.—p. 676. 

Uptake of Tritium-Labelled Water Vapour by Mammalian Lung. I. G. 
Campbell, D. F. White and P. R. Payne.—p. 682. 


British Medical Journal, London 
2:1415-1474 (Dec. 15) 1951 


Anaemia of Pregnancy Among Africans in Nigeria. A. W. Woodruff. 
—p. 1415. 

*Investigation of Salt and Water Balance in Migraine. D. A. Campbell, 

Hay and E. M. Tonks.—p. 1424. 

Deafness as an Epidemic Disease in Australia: Note on Census and 
Institutional Data. H. O. Lancaster.—p. 1429. 

Graves’s Disease: Clinical Types and Their Management. F. F. Rundle. 
—p. 1433, 

Note on Mantoux Sensitivity in Sick Children. C. Ounsted and V. Smalli- 
peice.—p. 1437 

Case of Moniliasis. F. C. Ormerod and I. Friedmann.—p. 1439. 

Primary Hyperparathyroidism (Adenoma) Simulating Sarcoidosis: Report 
of Case. H. W. Salmon and G. G. Meynell.—p. 1440. 

Monocytic Leukaemia and Pulmonary Tubrculosis Complicating Preg- 
nancy. G. Beven.—p. 1442. 


Salt and Water Balance in Migraine.—Campbell and associates 
suppose that the cerebral swelling occurring in migraine is part 
of a generalized edema that is known to occur before and during 
the early part of an attack of migraine. In more than 200 cases 
they observed edema of various parts of the body before an 
attack. Women often volunteer the information that their skirts 
become tight or their legs swell, while a number of subjects 
notice an increase in body weight. It is also known that diuresis 
may occur in the terminal phase of an attack of migraine. One 
of the authors administered 7.5 gm. of urea twice daily over a 
period of at least two months. A definite alleviation of symptoms 
was reported in 51 of 66 cases, a much better result than has been 
obtained by other forms of medication. Since the main action of 
urea is diuretic, these clinical findings seem to indicate that 
diuresis is a physiological means of restoring the body fluids to 
their normal balance. The salt and water metabolism of patients 
with migraine was therefore studied by means of a water im- 
bibition test and by analysis of the blood and urine during the 
migraine cycle. In the premigraine phase, particularly in the 
early stages of the attack itself, the blood sodium rises to a high 
level, while at the same time there is marked hydration of the 
blood. The excessive secretion of sodium and chloride that fol- 
lows a water imbibition test suggests that abnormal sodium 
metabolism is present almost continuously. The suggestion is 
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made that these disturbances are due to dysfunction of the 
hormones governing salt and water metabolism of the adrenal 
cortex and posterior pituitary gland, and that in women they are 
exacerbated by the influence of certain sex hormones. 


Bullettino delle Scienze Mediche, Bologna 


123:267-386 (July-Sept.) 1951. Partial Index 
Methods of Cancer Cytodiagnosis and Their Limited Use. G. Montaldo. 
—p. 267. 
Indications, Limits, and Method of Intravenous Administration of Iron. 
F. Scarlini.—p. 277. 

Studies on Cellular Protein Metabolism: Influence of Colchicine on 
Structure and Cytochemistry of Serous Cells. A. Milletti—p. 288. 
*General Adaptation Syndrome in Tuberculous Infection. L. Matteucci. 

—p. 292. 


General Adaptation Syndrome in Tuberculous Infection.—Ac- 
cording to Selye’s concept of the general adaptation syndrome, 
tuberculous infection is a manifestation of the organism’s re- 
action to the presence of Myco. tuberculosis. In its first contact 
with the organism the bacterium causes a specific stimulus to 
which the organism reacts by forming antibodies, and a non- 
specific stimulus, the “stressor,” to which the organism reacts 
with the hormonal mechanism described by Selye. The anterior 
hypophysis secretes corticotropin (ACTH) that stimulates adre- 
nocortical production of mineralocorticoids and glucocorticoids. 
In primary tuberculous infection in a child, all three stages of 
the general adaptation syndrome may be seen. The preallergic 
phase characterized by negative reactions to tuberculin tests 
represents the alarm reaction period during which the organism 
has not been able to adapt itself to the new condition. A stage 
of resistance follows during which adaptation reaches its maxi- 
mum. In some organisms, despite prolonged resistance, Myco. 
tuberculosis does not find an adequate opposition, and the stage 
of exhaustion occurs. Sometimes the first tuberculous infection 
is followed by primary tuberculous bronchopneumonia, primary 
caseous pneumonia, or extrapulmonary dissemination through 
the blood; this represents the period of “maladaptation” that 
may be attributed to imbalance between mineralocorticoids and 
glucocorticoids. The phase of resistance lasts as long as the 
anterior hypophysis secretes corticotropin in quantities sufficient 
to stimulate and maintain adrenal cortex production of mineral- 
ocorticoids and glucocorticoids in optimal proportion. The 
mineralocorticoids have a stimulating effect on tissues, cause 
exudative or allergic reactions, and stimulate liberation of hista- 
mine that enhances the virulence of Myco. tuberculosis. The 
lung contains more histamine than any other organ. If the 
bacterium is present when the action of mineralocorticoids is 
not balanced by the histamine-inhibiting action of glucocorti- 
coids, its virulence is greatly increased, and allergic or exudative 
phenomena are manifested. The author gave 6 mg. of cortico- 
tropin every 24 hours for 18 days to a 3-year-old child with 
apical tuberculosis, and 6 mg. every 12 hours for 15 to 20 days 
to two 6-year-old children with adenopathy of the hilus. The 
exudative processes regressed, thus proving that the tuberculous 
infection developed when, for want of corticotropin secretion, 
the balance between mineralocorticoids and glucocorticoids was 
altered. 


Deutsche Zeitschrift fir Nervenheilkunde, Berlin 
166:177-272 (No. 3) 1951. Partial Index 


Surgical Observations on Sympathetic Innervation of Pelvic Organs, 
Particularly of Anal Sphincter. O. Goetze.—p. 177. 

*Trigeminal Neuralgia and Arterial Hypertension. G. Déring and 
R. Magun.—p. 196. 

Animal Experiments on Dissemination of Electric Excitation: I. Charac- 
teristics of Different Parts of Cortex and Mutual Modification of Several 
Simultaneously Induced Foci. R. Janzen, R. Magun and F. Becher. 
—p. 223. 

Cerebrospinal Fluid Cells Under the Phase Contrast Microscope. 
F. Junker.—p. 237. 

Determination of Potassium in Cerebrospinal Fluid. H. Rodeck.—p. 268. 


Trigeminal Neuralgia and Arterial Hypertension.— The examina- 
tion of 118 patients with trigeminal neuralgia revealed that they 
had hypertension. Doring and Magun regard the arterial hyper- 
tension as the basic disease, pointing out that neuralgic paresthesia 
(Bernhardt’s paresthesia) is also observed in a high percentage 
of patients with hypertension. They assume that the basic hyper- 
tensive process produces tissue changes in the gasserian ganglion 
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that in turn cause the neuralgia. The tissue changes may also, 
however, be produced by other disorders. Trigeminal neuralgia 
is not a “vasoneurosis” or a “vasomotor crisis.” Physiologically 
it can be regarded as a “short circuit” between the transmission 
of the pressure and pain perceptions. Clinical observations do 
not justify the concept that vascular spasms are responsible for 
the typical pain attack. The anatomic cause of the “short circuit” 
is probably located in the gasserian ganglion; more particularly 
it is believed that the hypertrophy of the covering syncytium 
with increase in the basket-like bundles and proliferation of the 
amphicytes might explain the interruption. 


Journal of Bone and Joint Surgery, London 


33B:493-668 (Nov.) 1951. Partial Index 


Late Results of Arthrodesis of Foot. A. J. Drew.—p. 496, 
Pan-Arthrodesis for Paralytic Flail Foot. M. Bastos Ansart.—p. 503. 
Treatment of Trochanteric Fractures. J. C. Scott.—p. 508 

Trochanteric Fractures of Femur: Review of 80 Cases with Description 
of “Low-Nail’” Method of Internal Fixation. R. H. V. Hafner.—p. 513. 

*Tuberculosis of Spine: Analysis of Results of Conservative Treatment 
and Factors Influencing Prognosis. J. Dobson.—p. 517. 

Osteoarthritis of Pisiform-Triquetral Joint: Report of Three Cases. S. A. 
Jenkins.—p. 532. 

Dangerous Type of Fracture of Foot. W. Gissane.—p. 535. 

Treatment of Claw Toes by Multiple Transfers of Flexor into Extensor 
Tendons. R. G. Taylor.—p. 539. 

Fractures of Radius and Ulna. E. M. Evans.—p. 548. 

*Congenital Dislocation of Hip. G. L. Burke.—p. 562. 

Complication of Lateral Meniscectomy. T. J. Fairbank and E. §S. 
Jamieson.—p. 567. 

Calcinosis. A. R. Hamilton.—p. 572. 

Syphilitic Disease of Long Bones in the Bantu. S. Skapinker and DeV. 
Minnaar.—p. 578. 

Chronic Bone Infections in Africans: 10 Cases from Nigeria. T. L. 
Lawson.—p. 584. 

Myositis Ossificans Complicating Anterior Poliomyelitis. F. V. Costello 
and A. Brown.—p. 594. 

Pectoralis Maior Transplant with Arthrodesis of Shoulder in Case of 
Injury to Upper Trunk of Brachial Plexus. K. S. Grewal and Iqbal 
Singh.—p. 598. 

Traumatic Anterior Dislocation of Hip. R. S. Henderson.—p. 602. 

Unusual Lesion of Ulnar Nerve. F. C. Dwyer.—p. 604 


Tuberculosis of the Spine.—Tuberculosis of the spine in 914 
patients was treated almost entirely by conservative measures; 
the cervical spine was involved in 32 (3.5%), the thoracic spine 
in 394 (43.1%), the lumbar spine in 301 (32.9%), the thoraco- 
lumbar spine in 153 (16.7%), and the lumbosacral articulation 
in 34 (3.8%). Of the 914 patients, 443 had other active tuber- 
culous foci in the body (multiple lesions) and 471 had no other 
foci. Of the 914 patients, 171 died, a mortality rate of 18.7%; 
of the 443 patients, 113 died, a mortality rate of 25.5%; and of 
the 471 patients, 58 died, a mortality rate of 12.3%. Chronic 
secondary infection was present in abscesses and sinuses in 508 
patients, and 97 (19.1%) of them died. Of 165 patients with 
paraplegia, 41 (24.8%) died. To determine late results three 
years after discharge from hospital, the working capacity of 390 
patients was ascertained; 335 (86%) had full working capacity, 
23 (5.8%) had partial capacity, and 32 (8.2%) could not work. 
The ill effect of complications on the prognosis is emphasized, 
particularly in cases of multiple foci of active tuberculosis, 
secondarily infected abscesses and sinuses, and paraplegia. The 
incidence of paraplegia was highest in the patients with thoracic 
disease, occurring in 31.2% of them. An attempt was made to 
determine the site of the primary bone focus from the radio- 
graphic changes. Early epiphysial changes were present in 302 
patients (33%); the central focus originated in the spongy tissue 
of a vertebral body in only 106 patients (11.6%); subperiosteal 
lesions were present in only 19 patients (2.1 %); and the neural 
arch was the site of the primary infection in only 4 patients 
(0.5%). In 483 patients (52.8%) widespread destruction had 
taken place when the patient first came under observation. Heal- 
ing of the spine by spontaneous bony fusion of the affected 
vertebral bodies occurred in 184 patients (27.3%), and apparent- 
ly sound fibrous fusion occurred in 489 patients (72.7%). Of the 
184 patients, 27 (14.6%) required further hospital treatment, 
5 because of reactivation of the disease, 7 because of persistent 
infection in the sinuses, 2 with paraplegia, 3 with a new focus 
in the spine, and 10 because of extraspinal foci. Of the 489 
patients, 110 (22.5%) required further treatment, 47 because of 
reactivation, 12 with persistent sinuses, 15 with increasing de- 
formity, 8 with paraplegia, 5 with new foci in the spine, and 23 
with extraspinal foci. 
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Congenital Dislocation of the Hip.— According to a new concept 
of the etiology of congenital dislocation of the hip, increasing 
deformity is the result of soft tissue contracture (or a relative 
shortening of normal muscle) upon which growth of bone is 
superimposed. Thus the process is a simple accident to a normal 
fetus. It is suggested that the adductor muscles, assisted by the 
flexors, provide the principal dislocating force and these con- 
stitute the “soft tissue contracture.” A spurt of growth by the 
femur is the “superimposed growth.” In the fetal position the 
femoral head is forced against, and over, the posteroinferior rim 
of the acetabulum, which at the time of dislocation is about the 
shape and size of a vest button, and too small for the femoral 
head. A slight discrepancy in growth between muscle and bone 
therefore results in deformity. If the hips are reduced, reduction 
maintained, and a wide range of movement of the hips allowed, 
the result should be a normal hip. Contact and function are 
mandatory for the normal development of the hip. Early diag- 
nosis is important and should be made at birth. A mobile brace 
is described that allows a wide range of movement while safely 
maintaining reduction. A case is reported in which treatment 
according to this method was instituted on the third day after 
birth. The success of this method of treatment supports the 
conception of the etiology on which it is based. 


Lancet, London 
2:1097-1148 (Dec. 15) 1951 


Infection and Resistance in Young Animals. R. Lovell.—p. 1097. 

*Shunting in Human Kidney. S. N. De and K. P. Sengupta.—p. 1100. 

Clinical, Social, and Occupational Aspects of Industrial Dermatitis. 
M. Hewitt.—p. 1105. 

Charcot Joints in Diabetic Neuropathy. J. Lister and R. H. Maudsley. 
—p. 1110. 

Effect of A.C.T.H. on Erythrocyte-Sedimentation Rate and Plasma- 
Fibrinogen and Serum-Protein Levels in Normal Persons. G. R. 
Fearnley and J. J. Bunim.—p. 1113. 

Paroxysmal Tachycardia in Infancy. A. W. B. Edmunds.—p. 1116. 

*Tromexan Therapy: Dosage and Indications. C. Hougie—p. 1118. 


Shunting in Human Kidney.—The possibility that blood is di- 
verted from the renal cortex to the renal medulla was conceived 
by Maegraith and Findlay in their study of the kidney in black- 
water fever. Later, this hypothesis was evoked as the basic causal 
factor in various clinical conditions characterized by oliguria 
and/or anuria, azotemia, and tubular degeneration. The ana- 
tomic evidence was, however, limited to reports of gross pallor 
of the cortex and deep congestion of the medulla, with degenera- 
tion of parts of the tubules chiefly situated in the cortex. Radio- 
graphic and gross anatomic evidence of such corticomedullary 
diversion of the renal blood flow after experimental stimulaticn 
of various nerves in laboratory animals was adduced by Trueta 
and associates, who regarded their experimental observations as 
evidence that such differential adjustment of intrarenal blood 
flow occurs in various pathological conditions in man. Other 
investigators, however, doubted this concept of corticomedullary 
diversion of blood in human kidneys, since none of the methods 
used to demonstrate this shunting in the living animal seemed 
applicable to man. To obtain more definite anatomic evidence 
of corticomedullary diversion of blood in man, De and Sengupta 
studied macroscopically and by means of Pickworth’s stain thick 
frozen sections of kidneys collected at necropsy. The pathological 
conditions in patients whose kidneys were examined included 
burns, cholera, copper sulfate poisoning, acute hemorrhage, 
eclampsia, and asphyxia. None of the patients had survived for 
more than 72 hours from the onset of their illness. In all these 
conditions there was evidence of shunting of the renal blood 
from the cortex to the medulla, usually through the juxtamedul- 
lary glomeruli, but in extreme cases the blood from the arcuate 
vessels entered the medulla directly through the true vasa recta. 
The juxtamedullary glomeruli and their efferent vessels in man 
do not seem to supply blood to the tubules in the boundary 
zones of the cortex and of the medulla, which receive their 
supply from higher glomeruli. Damage to the parenchyma in the 
cortex and in the lower part of the medulla can generally be 
correlated with the degree and duration of ischemia in these 
areas. The damage includes cloudy swelling, fatty change, and 
necrosis of the tubular epithelium. The collecting tubules seem 
to be relatively more resistant than the convoluted tubules and 
their limbs, but no evidence was found of selective damage to 
the distal tubules as opposed to the proximal ones. 
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Ethyl Biscoumacetate Therapy.—In 1949 ethyl biscoumacetate 
(tromexan®*), or bis-3:3'-(4-oxycoumarinyl) ethyl acetate, became 
available for clinical trial. This anticoagulant is absorbed and 
excreted more rapidly than bishydroxycoumarin. Hougie used 
ethyl biscoumacetate in 50 cases. They included 22 of coronary 
thrombosis, treated for an average period of 28 days; 15 of post- 
operative thrombophlebitis and phlebothrombosis, treated for 
an average of eight days; 9 of postoperative pulmonary em- 
bolism, with and without manifestations in the leg, treated for 
an average of 14 days; 3 of nonsurgical thrombophlebitis and 
phlebothrombosis, treated for an average of 14 days; and 1 of 
thrombophlebitis migrans. In 44 patients the results were ex- 
cellent, 3 had thromboembolic recurrences but progressed satis- 
factorily, and 3 died of coronary thrombosis, one within four 
days of admission. It was found most satisfactory to give initially 
600 mg. followed by 300 mg. every six hours. Further dosage 
was based on the prothrombin concentration produced by the 
previous day’s amount, assuming that the action of the drug is 
maximal 24 hours after its administration and that one day’s 
dosage is excreted almost entirely during the subsequent day. 
The prothrombin concentration is best maintained at 15%, so 
that if the patient becomes resistant or sensitive to the drug, the 
dose can be increased or diminished before the prothrombin rises 
above 20% or falis below 10%. in most patients the prothrombin 
level is stabilized in a few days on 300 to 600 mg. daily. The 
importance of maintaining the prothrombin concentration below 
20% is emphasized and illustrated by three cases in which 
thromboembolic incidents occurred when the prothrombin con- 
centration was between 20% and 30%. Since tolerance and 
increased sensitivity to ethyl biscoumacetate may develop very 
quickly, the prothrombin concentration should be estimated at 
least every 48 hours. It is contraindicated when there is a recent 
operation wound that may bleed or a recent history of peptic 
ulcer; in patients who may need surgery at short notice, and 
where intestinal absorption is impaired or there is recurrent 
vomiting. In any of these circumstances heparin is the best 
anticoagulant. In all other cases ethyl biscoumacetate should be 
given following administration of heparin. 


Medical Journal of Australia, Sydney 


2:657-688 (Nov. 17) 1951 

Nocturnal Symptoms. C. Engel.—p. 657. 

Recurrent Pterygium. J. B. G. Gibson.—p. 664. 

Macrocytic Anaemia of Pregnancy. D. F. Lawson and J. H. Bolton. 
—p. 669, 

The Doctor in Court. J. Bostock and A. H. Robertson.—p. 671. 

Case of Toadfish Poisoning. C. Duncan.—p. 673. 

2:689-724 (Nov. 24) 1951. Partial Index 

Present-Day Problems of Prefrontal Leucotomy and Its Varieties. 
O. Schmalzbach.—p. 689. 

Acute Accidental Poisoning in Children: Its Incidence, Diagnosis and 
Treatment. D. C. Ryan.—p. 702. 

Bengal Rose as Aid in Diagnosis of “Kerato-Conjunctivitis Sicca” 
(Sjégren’s Syndrome). K. O’Day.—p. 702. 

Note on Use of Antibiotics in Treatment of Infections with Some Gram- 
Negative Bacilli. S. V. Keating.—p. 709. 


Nederlandsch Tijdschrift v. Geneeskunde, Amsterdam 


95:3301-3364 (Nov. 10) 1951. Partial Index 
*Treatment of Liver Abscess with Chloroquine. J. J. C. P. A. Roovers 
and P. B. van Steenis.—p. 3316. 
Retraction Syndrome: Little Known Manifestation of Defect of External 
Rectus Muscle. A. M. Hamoen.—p. 3334. 

Chloroquine in Liver Abscess.—Roovers and van Steenis discuss 
the various drugs that have been used in the treatment of liver 
abscess and amebiasis, pointing out that liver abscess is prac- 
tically always a complication of intestinal amebiasis. The thera- 
peutic efficacy of a drug depends on its amebacidal power and 
on its concentration where amebas are found, that is, in the 
intestinal wall and liver in the histolytic form, and in the intes- 
tinal lumen in the minuta forms. The authors describe four pa- 
tients in whom chloroquine proved highly effective, the effect 
being both rapid and lasting. No relapse had occurred up to two 
years after treatment. Two of the patients who responded to 
chloroquine had become refractory to emetine. Like emetine 
treatment, the chloroquine treatment of hepatic abscess should 
be followed by a course of treatment with chiniofon or carbar- 
sone, in order to kill the minuta forms of the amebas in the 
intestinal lumen. 
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Nordisk Medicin, Stockholm 
46:1553-1590 (Oct. 17) 1951. Partial Index 


Ronnskir Disease (Industrial Disease in Employees of RGnnskar Smelting 
Works). K. D. Lundgren, N. O. Richtnér and T. SjGstrand.—p. 1556. 

Xylocaine in Conduction Anesthesia. A. J. Bowden Jr... J. G. Riley and 
R. A. Hingson.—p. 1562. 

*Hexamethonium Bromide in Hypertension. 1. Persson.—p. 1564. 

*Succinyicholine lodide as Muscle Relaxant in Electroshock Treatment. 
G. Holmberg and S. Thesieff.—p. 1567 

Serum Iron in Endogenous Mental Depression Before and After Electro- 
shock Treatment. B. R:son Kalistrom.—p. 

Effects of Accidentai Arterial Injection. F. Truelsen.—p. 1571. 

Glandular Form of Toxoplasmosis in Child. A. Landau.—p. 1575. 


Hexamethonium Bromide in Hypertension. 
treatment with hexamethonium bromide to be specially indi- 
cated when ophthalmoscopy shows only hypertensive changes 
without arteriosclerosis. In six such patients dosage up to 4 gm. 
daily was quickly reached, and in some cases the dose could be 
reduced about half after several weeks without rise in blood 
pressure. In young patients with hypertension considerable im- 
provement also appeared in the subjective symptoms. In patients 
in whom ophthalmoscopy revealed hypertension together with 
arteriosclerosis there was a minor reduction in the blood pres- 
sure on treatment with hexamethonium bromide, and the sub- 
jective symptoms abated only slightly. In these patients smaller 
doses were given, to avoid distressing side effects. In 10 patients 
the treatment resulted in a pronounced fall in the systolic blood 
pressure. 


Succinylcholine lodide as Muscle Relaxant in Electroshock 
Treatment.— Holmberg and Thesleff applied succinylcholine 
iodide, shown to have a brief relaxing effect of from one to 10 
minutes, depending on the dosage, without toxic effects, to pro- 
duce muscle relaxation in electroshock. They find its rapid, 
powerful. and brief effect ideal. Combined with a rapidly acting 
barbiturate, succinylcholine has been administered intravenously 
in 108 patients since early 1951, with a total of 439 shock treat- 
ments. The diagnosis was usually depression, mild schizophrenia, 
and in some cases psychoneurosis. No serious complications 
occurred during the treatment. 


Philippine Medical Association Journal, Manila 
27:591-638 (Oct.) 1951 


Agricultural Control of Malaria. A. Ejercito.—p. 591. 

Cysts of Pancreas: Report of Two Cases. A. G. Sison, C. Lazatin, P. C. 
Campos and R. Apostol.—p. 608. 

Surgical Aspects of Breast. J. Estrada and P. T. Nery.—p. 613. 

Brief Bibliography of Leprosy in the Philippines. A. Y. Argosino.—p. 617. 


Presse Médicale, Paris 
§9: 1631-1650 (Dec. 8) 1951 


* Autonomous Miliary Tuberculosis of the Liver (Pylephlebogenous Hepatic 
Granulitis with Primary Course). M. Janbon and L. Bertrand.—p. 1631. 

Fatal Subacute Encephalitis with Involuntary Unilateral Rhythmic Move- 
ments Associated with Simultaneous Loss of Consciousness: Report of 
an Anatomicoclinical Case. J. A. Chavanv, G Guiot and D. Hagen- 
muller.—p. 1632 


Miliary Tuberculosis of the Liver.— The occurrence of autono- 
mous miliary tuberculosis of the liver is reported in two 
women, aged 28 and 29. The disease was characterized by in- 
dolent enlargement of the liver associated with rise of tempera- 
ture and malaise; there were no hypertrophy of the spleen and 
no signs or symptoms of enteritis. Roentgenograms of the chest 
revealed no pulmonary miliary lesions. Puncture biopsies of the 
liver revealed great density of miliary tubercles in the liver, 
particularly in the portal canals; some of the lesions were 
caseous. The pylephlebogenous origin from latent tuberculosis of 
the mesenteric lymph nodes with fistulization into a branch of 
the portal vein seemed very likely. Animal experiments per- 
formed more than 50 years ago in which tubercle bacilli were 
injected into the mesenteric vein suggested the possibility of 
autonomous hepatic miliary tuberculosis that now has been 
demonstrated by liver biopsy in these cases. Complete recovery 
resulted from treatment with 1.5 gm. of streptomycin daily for 
eight months in one patient, and from treatment with | gm. of 
streptomycin daily by intramuscular route combined first with 
1 gm. of streptomycin orally and later with 12 gm. of p-amino- 
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salicylic acid daily for seven months in the other patient. During 
treatment, repeated liver biopsies revealed more or less rapid 
cicatrization of the lesions or their disappearance between the 
seventh and eighth month of the treatment. 


Revista Clinica Espanola, Madrid 
42:301-368 (Sept. 15) 1951. Partial Index 


*Roentgenographic Visualization of Aqueduct and Third and Fourth 
Ventricles in Hydrocephalus. S$. Obrador, M. Arrazola and J, Sanchez 
Juan.—p. 309. 


Influenza and Other Virus Diseases: Pathogenesis of Virus Diseases, 
J. Carreras Pico.—p. 1 


Intestinal Volvulus: Comments and Case Reports. E. Santo-Tomas Cobos, 
318 


Clinical Aspects of Hepatargy: Importance of , Caaness in Enzymatic 
Functions of Liver. V. Lopez Montero.—p. 32 

Action of Antibiotics and of Teasemmeuanite Substances in Acute 
Abdominal Disorders. A. Pascual y Megias.—p. 

Glossitis Cured by Folic Acid: Glossopathy from Folic Acid Deficiency? 
A. Casas Carnicero.—p. 331. 


Roentgenographic Visualization of Ventricular System.—A 
satisfactory technique for roentgenographic visualization of the 
third and fourth ventricles and the aqueductus cerebri in infants 
and children with hydrocephalus was recently described by 
Ziedses des Piantes. With the patient on his back, 10 or 20 cc, 
of air is injected into the third ventricle, either through the 
fontanels (in infants) or through a hole made by trephination 
(in children). The head of the patient is slowly rotated on the 
table lifting the patient by the feet, first to an oblique and then 
to a vertical posture. One roentgenogram is made for each 
rotation of the head. The air enters the third ventricle. If there 
is no Obstruction, air passes as the head rotates to the posterior 
part of the third ventricle, the aqueductus cerebri, the fourth 
ventricle, and the basal cisterns. Obstruction at a given point of 
the ventricular system is shown in the roentgenogram. The 
technique is of value in visualizing obstruction as cause of 
hydrocephalus in infants and children and in planning proper 
operation. Three cases are reported in a child 10 years old and 2 
infants, 2 and 17 months old, respectively. Obstructions due to 
stricture of the aqueductus cerebri in two cases and to im- 
perforation of the Luschka and Magendie foramina in one case 
were demonstrated by this technique. The procedure was well 
tolerated by infants and children. 


Revista Médica de Costa Rica, San José 
18:169-192 (Aug.) 1951 


New Orientations in Treatment of Myxedema with Mvocardial Infarct. 
G. Deltour and 1. Benzecry.—p. 172 

False Giamt Diverticulum and Gastric Carcinoma: Survival for 5% Years. 
J. Berrocal, E. Lopez, R. Céspedes and others.—p. 181. 

*Rapid Technic for Anatomicopathologic Diagnosis of Yellow Fever. 
R. Céspedes Fonseca.—p. 186 


Rapid Pathologic Diagnosis of Yellow Fever.—An outbreak of 
yellow fever recently occurred in three provinces in Costa Rica. 
The number of cases was large and the death rate was very 
high. During this outbreak a new technique for a rapid accurate 
pathologic diagnosis of yellow fever was tested at more than 40 
necropsies. Liver smears are used, which are fixed for five 
minutes in a 10% formaldehyde (“formalin”) solution, absolute 
alcohol or alcohol-ether and then stained with hematoxylin eosin. 
The presence of Councilman bodies in the stained smears is 
absolute proof of yellow fever. Best results are obtained when 
the smears are taken from bodies of persons dying in the acute 
stage of yellow fever. False negatives may occur in cases in 
which death occurs more than 10 days after the onset of the 
disease. 


Semaine des Hopitaux de Paris 
27:3457-3502 (Nov. 26) 1951. Partial Index 
*Pyruvic Acid Metabolism in Diabetes Mellitus. H. Lestradet.—p. 3457. 
*Treatment of Severe Acidosis in Patients With Diabetes Mellitus (Ketosis, 
Acidosis and Coma); Personal Records with Results. E. Azerad and 
J. Nataf.—p. 3463. 
Pyruvic Acid Metabolism in Diabetes Mellitus.—The blood of 
15 patients with diabetes mellitus in the absence of ketosis con- 
tained almost normal amounts of pyruvic acid (10 mg. per liter. 
on the average). The pyruvic acid content of the blood was 
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increased from 10 mg. per liter to 21 mg. per liter by relatively 
moderate muscular exertion in one of the author's patients. 
Simultaneous administration of glucose and of 10 to 12 units 
of insulin increased considerably the pyruvic acid content of 
the blood of three of the diabetic patients. The observations of 
the author thus corroborated those of the American investiga- 
tors, i. e., that the pyruvic acid content of the blood in diabetic 
patients without ketosis undergoes the same variations as in 
normal persons. These observations lend support to the concept 
that in the absence of ketosis the glucose metabolism is normal 
in diabetic patients; the essential disturbance of the diabetic 
patient consists of the obstruction of the pathway of the glucose 
in entering the cell because of the total or relative insulin de- 
ficiency. The hyperglycemia thus is to be considered primarily 
as a defense process in which the liver plays the essential part: 
this process makes it possible to break through the cell barrier 
and finally to restore a relatively satisfactory balance. Determi- 
nations of the amount of pyruvic acid in the blood of diabetic 
patients with ketosis, acidosis, and coma revealed a normal 
pyruvic acid content if errors owing to the presence of aceto- 
acetic acid were prevented by using a modified Friedemann- 
Haugen technique that makes it possible to eliminate the 
aceto-acetic acid, leaving the alpha-keto acids unimpaired. Re- 
sults showed that at the onset of diabetic coma and before the 
institution of treatment, the amount of pyruvic acid in the blood 
was about normal or somewhat lowered. It increased slightly 
after the administration of insulin and again became normal 
as soon as the patients recovered from coma. 


! 


Treatment of Diabetic Patients with Severe Acidosis.—Diabetic 
coma with severe acidosis occurring 28 times in 27 patients was 
treated with insulin. Of the 27 patients, 4 died but in only 2 
of these was death attributable to ketosis, acidosis, and coma. 
The remaining 23 made a complete recovery. Of these 23, 6 were 
in a precomatose state with an alkali reserve between 20 and 30 
volumes per cent, while 18 were unconscious with an alkali 
reserve below 20 volumes per cent. The insulin doses given to 
the patients varied from 80 to 680 units, except in one patient 
who had to be given more than 2,000 units. The average dose 
administered within the first 24 hours was 288 units. Treatment 
was begun with an intravenous injection of 30 to 40 units of 
insulin, an intramuscular injection of 40 to 60 units of insulin, 
and a subcutaneous injection of 60 to 100 units of protamine 
zinc insulin injection. The rationale of the combined use of 
ordinary insulin and of insulin with delayed but prolonged action 
was demonstrated by the satisfactory results obtained by the 
authors. Their results also demcnstrated that the use of initial 
massive doses of insulin is not justified. This method involves 
some risks because it requires for the duration of the treatment 
the maintenance of a high concentration of glucose in the blood, 
thus exposing the patient to dehydration and to the loss of sodium 
that is needed for restoring the alkali reserve to normal. Artificial 
alkalinization of the authors’ patients by intravenous instillation 
of sodium bicarbonate seemed to be a valuable adjuvant to 
‘insulin. The usefulness of co-carboxylase as an adjuvant to 
insulin seems doubtful. It has been shown in the preceding paper 
that the increase in the pyruvic acid content of the blood in 
patients in diabetic coma was only apparent owing to the im- 
perfect method used for its determination. 


Ugeskrift for Laeger, Copenhagen 
113:1537-1582 (Nov. 15) 1951 
“Aureomycin and Chloramphenicol Treatment of Herpes Zoster. 
G. Schaffer and I. B. Svendsen.—p. 1537. 
*Aureomycin Treatment of Recurrent Oral Aphthae. O. Gottlieb.—p. 1540. 
*Terramycin Treatment of Otitis Media. J. C. Nielsen.—p. 1546. 
Induced Abortion by Means of Partial Evacuation. P. Schou.—p. 1547. 


Aureomycin and Chloramphenicol Treatment of Herpes Zoster. 
—In a given period Schaffer and Svendsen treated every other 
patient who had herpes zoster with aureomycin (S00 mg. four 
times daily for four days) or chloramphenicol (from 2 to 4 gm. 
‘daily for from three to seven days). A total of 24 patients re- 
jseived antibiotic, and 22 control patients were given lactose 
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tablets. No difference was noticeable between the treated group 
and the control group with regard to the duration of the skin 
affection or neuralgias. 


Aureomycin Treatment of Recurrent Oral Aphthae.—Gottlieb 
discusses rational treatment of oral aphthae on the assumption 
that they are due to activation of a latent virus infection. He 
reports 14 cases of long standing with free intervals of a month 
at the most, refractory to earlier treatment, in which aureomycin 
was given locally, mainly as a mouth wash. The result was good 
in 8 of the 11 cases of Mikulicz’s solitary recurrent aphthae, and 
in Sutton’s aphthae improvement occurred in two cases and one 
patient did not respond to the treatment. In two cases of multiple 
recurrent aphthae the treatment had no effect. 


Terramycin Treatment of Otitis Media.—Terramycin treatment 
of 18 cases of acute otitis media and 2 of chronic otitis media 
gave good results. No complications followed, and side effects 
were seen in only five cases. Comparison with a corresponding 
series treated with penicillin showed terramycin to have the same 
effect as penicillin on pneumococcus otites, not so good an effect 
as penicillin on otites due to hemolytic streptococci, and better 
effect on otites due to Pfeiffer bacilli. Since hemolytic strepto- 
cocci and pneumococci are strongly sensitive to penicillin, Niel- 
sen concludes that terramycin should be used against penicillin 
resistant bacteria of every kind, particularly gram negative rods. 
Examinations of resistance showed terramycin to be strongly or 
moderately active against all the bacteria found, both of primary 
and secondary etiologic significance, except B. fluorescens and 
B. pyocyaneus, which were weakly sensitive to terramycin, and 
P. morganii, which was resistant. 


Wiener klinische Wochenschrift, Vienna 
63:915-934 (Dec. 7) 1951. Partial Index 


*Therapy in Rheumatic and Other Diseases of Joints with Implantations 
of Thyroid Tissue. F. Mandl and W. Gyri.—p. 916. 

Five Years of Antibiotic Treatment in Accident Surgery. G. Salem. 
—p. 918. 

Relationship Between Cervical Mucus and Sperma with Particular Con- 
sideration of Simm’s-Huhner and Miller-Kurzrok Tests. G. Narik and 
A. Rockenschaub.—p. 922. 


Thyroid Implantations in Diseases of Joints.—Various diseases 
of the joints in 50 patients, 29 with primary chronic polyarthri- 
tis, | with secondary chronic polyarthritis, 8 with arthritis de- 
formans, 8 with spondylarthritis ankylopoietica of moderate 
degree, and 4 with spondylarthritis associated with sciatic pain, 
were treated by implantations in the abdominal wall of 5 gm. of 
thyroid tissue obtained from other patients during thyroidectomy. 
Complete recovery resulted immediately in 26 patients: definite 
improvement was obtained in 15 patients and slight improve- 
ment in 3; and in 6 patients the therapy failed. Of the 44 patients 
between the ages of 22 and 73 who had obtained satisfactory 
results and were followed for 12 to 22 months, 8 had recur- 
rences. Of the remaining 36, 3 were free from complaints for 21 
months, | for 20 months, 2 each for 19 and 17 months, 5 for 16 
months, 9 each for 15 and 14 months, 3 for 13 months, and 2 for 
12 months. Seven of the eight patients with spondylarthritis 
ankylopoietica and two of the four with spondylarthritis asso- 
ciated with sciatic pain obtained symptomatic relief. Four of five 
elderly former athletes with post-traumatic arthritis had good 
results. Compared with treatment with corticotropin (ACTH) 
and cortisone and treatment with corticotropin and vitamin C, 
this method has the following advantages: Improvement may 
be obtained with a single implantation of thyroid tissue for 
longer periods than with continued treatment by the other 
methods. Undesirable endocrine or allergic side-effects were not 
observed. The method is less expensive than the other methods 
and may be used in hospitalized as well as ambulatory patients. 
It is suggested that the effective thyroid implants neutralize the 
thyrotropic hormone of the pituitary and stimulate more profuse 
secretion of corticotropin. Changes in adrenal cortex function 
were demonstrated by the rapidly decreased number of eosino- 
phils in the blood of the patients who obtained satisfactory 
results from the thyroid implantations. 
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BOOK REVIEWS 


Cancer Cytology of the Uterus: Introducing a Concept of Cervical Cell 
Pathology. By J. Ernest Ayre, M.D., Director, Dade County Cancer 
Institute, Miami, Fla. Cloth. $14.50. Pp. 407, with 362 illustrations. 
Grune & Stratton, Inc., 381 Fourth Ave., New York 16, 1951. 


The objective of this book is to provide composite evidence 
of the character of cervical cancer, particularly in its early stages, 
by illustrating the clinical findings, the cytological manifesta- 
tions, and the decisive histological studies in individual cases. 
The chapters concern the following subjects: development of 
concept, techniques in common use in gynecology, classification 
of normal cell types, inflammatory cell types, chronic cervicitis, 
early anaplastic cells, precancer cell complex, preinvasive car- 
cinoma (carcinoma in situ), epidermoid carcinoma of the cervix, 
adenocarcinoma and other genital malignancies, and techniques 
for total biopsy (ring biopsy histological method). 

The author maintains that a negative reaction from a surface 
cell biopsy, properly taken and interpreted, is the most accurate 
test available today to indicate the absence of cancer of the 
cervix. In one series of 155 patients with cervical cancer, re- 
ported from the Royal Victoria Hospital, the cell method missed 
3 cases, whereas the tissue method (first biopsy) missed 15. Al- 
though a positive vaginal smear is highly reliable, a negative 
vaginal smear is not. 

Ayre believes there are three predisposing factors in the patho- 
genesis of cancer of the cervix: persistent estrogenic tissue con- 
centration, thiamine deficiency, and chronic infection. He says 
that, since chronic infection or inflammation in the cervix is so 
common and cervical cancer is so rare, there must be other 
etiological factors necessary to produce carcinoma. Yet serial, 
cytological, and behavior studies of cells and tissues known to 
have chronic inflammation lead to the belief that there is a sound 
etiological relationship between the two pathological states. 
There is strong disagreement with Ayre concerning persistent 
estrogenic tissue concentration and thiamine deficiency as pos- 
sible causes of cervical cancer. 

The author mentions Hellman’s study of 290 pregnant women 
in whom routine punch biopsies of the cervix were performed. 
In six cases (2%), a diagnosis of intraepithelial carcinoma was 
made, and all of these cervices were normal postpartum. Like- 
wise, a follow-up examination of 6 to 18 months revealed nor- 
mal biopsies. Discussing this study, Ayre confidently states, “Had 
biopsy been avoided and serial cell study by ‘surface biopsy’ 
substituted, conclusions could be more definite.” 

This book is far more an atlas than a textbook, because there 
is relatively little text material as compared with the space de- 
voted to illustrations. There are 79 illustrations in color. All the 
illustrations are beautiful and clear. Acknowledgment for some 
of the illustrations is given to several pharmaceutical and other 
companies. At the end of the book is a useful section on defini- 
tions of common cytological terms and also a_ well-selected 
bibliography. The book has merit, and a large share of it is due 
to Papanicolaou, the founder of modern cytology. 


Tonsil and Allied Problems. By Roy H. Parkinson, M.D., F.A.C.S., 
Chief of Eye, Ear, Nose and Throat Department, St. Joseph’s Hospital, 
San Francisco, California. Cloth. $12. Pp. 432, with 250 illustrations. The 
Macmillan Company, 60 Fifth Ave., New York 11, 1951. 


This is the most extensive treatise that has been written on the 
tonsil and disease conditions in which tonsil infections may play 
a role. The book is well written and easy to read, and the illus- 
trations are good. Most of what is said has been said before. The 
author utilizes 426 references. 

The author errs in his reference to a quotation from another 
writer whom he credits with a statement to the effect that one- 
third of all operations performed on the urban population of 
this country since 1924 were for the removal of tonsils and 
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adenoids, That writer said that, in 1929, it had been reported that 
one-third of all the operations performed since 1924 were for 
tonsils and adenoids. (The incidence of tonsil and adenoid sur- 
gery is undoubtedly less than it was 25 years ago, and certainly 
less in proportion to other surgical procedures). 

Approximately one-third of the treatise (146 pages) is devoted 
to the discussion of the structure, the embryology, and the gross 
and histological anatomy of the tonsils; five pages sum up what 
is known abcut tonsil physiology. The anatomic illustrations are 
excellent and are apparently original; some are in color. The next 
172 pages are concerned with acute and chronic inflammatory 
diseases of the tonsil, tumors involving the tonsil and adenoid 
regions, and miscellaneous conditions that may involve the ton- 
sils, such as hyperkeratosis, the relationship of certain branchial 
fistulas, the elongated styloid process, and glossopharyngeal 
neuralgia. Indications, technique, the care of the patient, and 
complications are discussed in the final 104 pages. 

Some of the author’s statements will be challenged, such as: 
“In cases of generalized and persistent bleeding x-ray treatment 
of the spleen will, in the large majority of cases, bring coagulabil- 
ity of the blood to normal,” and “Recurrences are very common 
in children who have been operated very young.” The author 
fails to differentiate between the ingrowth of lymphoid follicles 
into what was a previously clean fossa and a tonsil tag or rem- 
nant left at time of surgery. 

This book serves a useful purpose by emphasizing the need 
for special skill in tonsil surgery, which is not a procedure to be 
taken lightly. 


Proceedings of the Midcentury White House Conference on Children 
and Youth. Edward A. Richards, general editor. Report of conference 
sessions, Washington, D. C., December 3-7, 1950. Cloth. $4. Pp. 363. 
Health Publications Institute, Inc., Raleigh, N. C., 1951. 


This is the official report of the papers presented and the 
discussions reported at the fifth White House Conference on 
the problems of children. This conference brought together 
persons of many backgrounds and points of view to discuss 
“how we can develop in children the mental, emotional, and 
spiritual qualities essential to individual happiness and to respon- 
sible citizenship and what physical, economic, and social condi- 
tions are deemed necessary to this development.” The material 
in this report includes selected addresses given before general ses- 
sions by outstanding speakers who discussed healthy person- 
ality development in children; selected technical papers dealing 
with certain critical aspects of personality development; and 
summaries of the 31 panels and the 35 work groups. The work 
groups were divided into five broad areas concerned with fur- 
thering healthy personality development in children and youth, 
furthering healthy personality development through social insti- 
tutions, making more positive the influence of religious, social, 
and economic forces on personality development of children in 
special situations, and mobilizing citizens for the development 
of conditions affecting peisonality development. 

Regardless of one’s personal attitude toward the administra- 
tion and the federal agencies responsible for this Mid-Century 
White House Conference, it must be recognized that basically 
it was in the tradition of the four previous conferences. The 
thinking of the 6,000 persons who attended the conference meet- 
ings and of the 100,000 persons who contributed to the con- 
ference in some way at the state and local levels was largely a 
sincere effort to improve the mental health of children. Any 
physician or, for that matter, any person concerned with other 
professional fields, who may have occasion to deal with children 
either individually or in groups, should be acquainted with what 
came from the Mid-Century White House Conference. Many 
state programs will be developing as a result of this conference. 
They will need the advice and counsel of the physicians in the 
communities of those states. To attempt this guidance without 
some knowledge of what has gone before will place physicians 
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at a disadvantage in dealing with other professional workers 
who are better informed. 

The book is stimulating and interesting and contains a wealth 
of material. Though some persons may differ with the point of 
view expressed in certain portions of it, nevertheless, they are 
points of view that are current and that should be known, even 
though they might not be acceptable. 


A Dictionary of Antibiosis. Compiled by Leonard Karel and Elizabeth 
Spencer Roach. Cloth. $8.50. Pp. 373. Columbia University Press, 2960 
Broadway, New York 27; Oxford University Press, Amen House, Warwick 
Sq., London, E.C.4, 1951. 


The title of this book is most appropriate. Inasmuch as the 
term antibiotic is regarded by the authors as applicable to any 
substance derivable from living organisms and capable of ad- 
versely modifying the vital functions of specific microorganisms, 
information on a vast number of substances is provided in a 
necessarily brief, dictionary style. 

The book is primarily designed to serve as a comprehensive 
and authoritative reference manual for investigators interested 
in the general field of fundamental antibiotic research; it serves 
a useful purpose as a valuable repository of obscure knowledge. 
The data are arranged alphabetically and consist of (1) a com- 
pilation of substances tested for antibiotic activity, (2) the avail- 
able information on source, extraction, chemical and physical 
properties, spectrum in vitro and in vivo, toxicological, phar- 
macologic, and clinical and experimental results, and (3) an 
enumeration of organisms (designated as test organisms) against 
which substances have been tested for antibiotic activity. A 
comprehensive bibliography is appended. 

The average physician will find this book of little practical 
value, inasmuch as the antibiotics that are available to him for 


clinical use receive far more detailed consideration and evalua- 


tion in other current publications. 


Factors Regulating Blood Pressure: Transactions 
ference, February 15 and 16, 1951, New York, New York. Edited by 
Benjamin W. Zweifach and Ephraim Shoor. Cloth. $3.75. Pp. 238, with 
49 illustrations. Josiah Macy, Jr., Foundation, 565 Park Ave., New York 
21, 1951. 


Eleven contributions by different authors make up this volume, 
each paper being accompanied by a report of the oral discus- 
sion that followed the reading of the paper. Most of the papers 
deal with biochemical and physiological research on the state 
of the blood and vessels in hypertension, arteriosclerosis, and 
atherosclerosis; much of the work concerns the possible role of 
cholesterol in these disorders. Much information is given, but 
frequently, it is of such a baffling and inconclusive nature that 
the reader wishes that the volume would close with a summary 
of some points on which agreement had been reached. A com- 
mendable feature is the cumulative index, which is indispensable 
in ‘locating items discussed in this volume and the preceding 
four volumes. The book will be of value mainly to those en- 
gaged in clinical and laboratory research on the three disorders 
discussed. 


Your Diabetes: A Complete Manual for Patients. By Herbert Pollack, 
M.D., Associate Physician for Metabolic Diseases, Mount Sinai Hospital, 
New York, and Marie -V. Krause, M.S. Second edition. Cloth. $3. 
Pp. 212. Paul B. Hoeber, Inc., (medical book department of Harper & 
Brothers), 49 E. 33d St., New York 16, 1951. 


This is a manual designed to improve the diabetic patient's 
understanding of the nature and treatment of this disease. This 
book is written in a popular style; the chapters are short; the 
language is simple and direct; and the subject coverage is varied. 
Typical chapter titles are “What Insulin Does for You” and “You 
Can Live a Normal Life.” The style is that of a physician giving 
instructions to an uninformed but intelligent diabetic patient. 
There are many manuals for diabetic persons. Each is written 
primarily for the patients in the author’s practice and gains wider 
circulation according to its merit and need. Dr. Pollack’s primer 
tells a story that has been told many times. Its usefulness, out- 
side of his own practice, will be limited by the popularity of its 
competitors. The friendly manner and fresh approach of this 
book may justify its inclusion in the field. It is authoritative, 
interesting, and even dramatic in spots and, above all, new. 


of the Fifth Con- 
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Any Questions? A Selection of Questions and Answers Published in the 
British Medical Journal. First Series. Cloth. 7s 6d. Pp. 240. British Medi- 
cal Association, Tavistock Sq., London, W.C.1, 1951. 


Eight years ago, the British Medical Journal began publishing 
a section in which answers were provided to questions submitted 
by medical practitioners. The questions were answered by 
specialists in the subjects concerned. The British editors have 
received many requests for a book containing these questions 
and answers, and this pocket size book contains the first selec- 
tions made from this material. If it meets with approval, the edi- 
tors plan to publish subsequent volumes each year. The first 
volume has the questions and answers arranged alphabetically 
under general headings; for example, the questions on the first 
few pages pertain to the general subject of allergy, followed by 
questions on anesthesia and so on through the book, which ends 
with questions about sterilization, thermometers, and turkish 
baths. There is a table of contents showing the pages on which 
the general subjects begin and an index, which makes detailed 
information readily available. 

THE JOURNAL publishes a book of this nature under the title 
of “Questions and Answers”; the third volume was published in 
1950. 


Marriage, Morals and Medical Ethics. By Frederick L. Good, M.D., 
LL.D., and Reverend Otis F. Kelly, M.D. Cloth. $3.50. Pp. 202. P. J. 
Kenedy & Sons, 12 Barclay St., New York 8, 1951. 


- The title fully covers the contents of this book. Written by 
two Roman Catholic physicians, one of whom is also a priest, 
and bearing the imprimatur of Archbishop Richard J. Cushing 
of Boston, it is a statement of the views of the Catholic church 
on matters in the medical realm that impinge on the doctrine 
held by the church. The subjects discussed include marriage, 
sex education, sex life of the person in and out of marriage, 
celibacy, interruptions of pregnancy for therapeutic reasons, 
surgery and therapeutics in pregnancy, with special reference 
to malignant growths involving the female generative organs, 
the “rhythm” theory as a contraceptive measure and as a way 
of life in marriage, and artificial insemination. The book is 
cleariy and simply written and gives positive information as to 
the precise reasoning by which the church arrives at its position 
in these matters. It is written for physicians, clergy, lawyers, 
nurses, and social workers, generally, anyone who wants this 
information in authoritative form. Whatever the viewpoint of 
the reader, the book serves these stated purposes well. 


Human Physiology. By Chandi Charan Chatterjee, B.Sc., M.D., Ex- 
aminer in Physiology, M.B., B.S., University of Calcutta. Cloth. 45s; 22 
rupees 8 annas. Pp. 813, with 141 illustrations. U. N. Dhur & Sons, Ltd., 
15 Bankin Chatterjee St., Calcutta, 1951. 


The author has made an effort to select, from the expanding 
universe of physiology, the things that a medical student needs 
to know most and can hope to assimilate. This book, therefore, 
contrasts most favorably with a number of other recent works 
that are written without regard for the pressure under which 
medical subjects are taught. This book is neither an exhaustive 
treatise nor a synopsis; it is a textbook, and many features, in- 
cluding the choice of type and arrangement of headings, are well 
calculated to aid the student. A considerable amount of histo- 
logical and biochemical information that contributes to the 
clarity of the text is included. 


This being a first edition, it is hoped that certain features may 
be improved in future printings. The dust cover and table of 
contents promise something on the increasingly important sub- 
ject of biophysics, but the material on pages 56 to 59 is not at 
all representative of biophysics. This weakness is also exempli- 
fied in the unenlightening definition of a decibel (page 765) as one 
tenth of a bel and in the confusing and useless discussion of 
theories of color vision (page 763). Another point of contention 
relates to the terminology of neuroanatomy, namely, the con- 
tinued use of phrases like “the tract of Goll” for the fasciculus 
gracilis. In the absence of a concerted effort by other teachers to 
eliminate these eponymic phrases, a courageous writer can do 
something by eliminating them from his own works. This book 
is recommended to all teachers and students of physiology. 
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Planned Parenthood: A Practical Guide to Birth-Control Methods. By 
Abraham Stone, M.D., and Norman E. Hines, Ph.D. Introduction by 
Robert L. Dickinson, M.D. Revised edition. Cloth. $3.75. Pp. 221, with 
26 illustrations. Viking Press, Inc., 18 E. 48th St., New York 17, 1951. 


This volume is intended to be recommended to patients, by 
physicians, as a supplemental source of information on the prob- 
lems of birth control, abortion, and sterility. Originally pub- 
lished in 1936 as “Practical Birth Control,” it is now in its 
eleventh printing. The change in titles reflects a change in con- 
cept to emphasis on a suitably sized and spaced family rather 
than birth control procedures alone. 

Regardless of one’s feelings regarding the moral implications 
of birth control, one must recognize that a large portion of 
the laity practices child spacing. The public, therefore, requires 
information on control measures that will not damage future 
child bearing or the health of either marital partner. Most of 
the text is devoted to discussions of the social, legal, and medi- 
cal aspects of birth control as well as the allied problems of 
abortion, sterilization, and infertility. The style is clear and ob- 
jective but unimaginative, and the material included furnishes 
the requisite information. 

The objectivity of the text is, to a certain extent, lost in the 
last chapter on the planned parenthood center. The authors, as 
prominent members of the movement, naturally seek to foster 
and defend its program. In their zeal, they make scant refer- 
ence to the role of the family physician as the most frequently 
consulted advisor on child spacing and infertility problems. In- 
deed, the task of the physician is surrounded with an unreal- 
istic aura of specialization that is not warranted by the relatively 
simple procedures involved. Finally, acceptance of patients from 
the upper income brackets on the flimsy excuse that they are 
unable to find a private physician properly qualified seems in- 
defensible and a violation of usual free clinic practice. 


Cerebral Mechanisms in Behavior: The Hixon Symposium. Edited by 
Lioyd A. Jeffress, Professor of Psychology, University of Texas, Austin. 
Cloth. $6.50. Pp. 311, with illustrations. John Wiley & Sons, Inc., 440 
Fourth Ave., New York 16; Chapman & Hall, Ltd., 37-39 Essex St., 
Strand, London, W.C.2, 1951. 


In September, 1948, a group of scientists met at the California 
Institute of Technology to discuss “Cerebral Mechanisms in 
Behavior.” The report of the five day conference, edited by the 
professor of psychology at the University of Texas, is now issued. 
The principal speakers were John von Neumann, Warren S. 
McCulloch, K. S. Lashley, Heinrich Kliiver, Wolfgang Kohler, 
and Ward C. Halstead. In addition, there was a discussion panel 
of well-known physiologists and neurologists. The stenographic 
report, including the discussion, was submitted to each speaker 
for revision before the final editing. The topics considered, brain 
and intelligence, relational determination in perception, the prob- 
lem of serial order in behavior, and why the mind is in the 
head, were of general interest. This symposium, financed by the 
Hixon Fund, is valuable as a record of the considered opinions 
expressed by leading authorities. The editor, in compiling the 
papers and removing irrelevant material and particularly repe- 
titious sections, has presented a readable text. This has taken 
some time, but the importance of the subjects discussed as well 
as the useful illustrations and ample references justify publica- 
tion, in 1951, of a conference that took place in 1948. The book 
will be of value to psychologists, psychiatrists, and all clinicians 
who have a particular interest in the field of neurology and 
psychiatry. A photograph of the participants is used as a 
frontispiece. There are adequate name and subject indexes. 


Clinical Pathology of the Eye: A Practical Treatise of Histopathology. 
By Bernard Samuels, M.D., Consulting Ophthalmologist, New York Hos- 
pital, New York, and Adalbert Fuchs, M.D., Consulting Ophthalmologist 
and Pathologist, New York Eye and Ear Infirmary. Cloth. $20. Pp. 420, 
with 418 illustrations. Paul B. Hoeber. Inc. (medical book department of 
Harper & Brothers), 49 E. 33d St., New York 16, 1952. 


Two eminent eye pathologists, one with an American and 
the other with a European background, but both students of 
the late Ernst Fuchs, have united their talents to produce an 
authoritative textbook on ocular pathology. Profusely illustrated 
with beautiful drawings (including nearly 200 in full color) and 
well printed on a good grade of paper, this volume is an out- 
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standing example of the bookmakers’ art. The text is adequate, 
lucid, and practical, without being verbose. It is much more than 
an exposition of pure basic ophthalmic pathology, since there 
is emphasis on the practical clinical applications and implica- 
tions of the histopathological changes described and illustrated. 
It is of value, therefore, to the practicing ophthalmologist, 
whose primary interest is clinical, but who realizes that his 
understanding of ocular disease is accentuated by an apprecia- 
tion of the correlation between the gross clinical picture and the 
microscopic histopathological findings. To the general patholo- 
gist, whose knowledge of ocular pathology is often too meager, 
this work will prove to be of inestimable value. 

In addition to separate chapters on general pathology, the 
cornea, uvea, sclera, lens, retina, optic nerve, and vitreous, 
special sections are devoted to myopia, tuberculosis, syphilis, 
postoperative complications, injuries, and tumors. The oph- 
thalmic surgeon wiil find the chapter on postoperative patho- 
logical findings and their complications particularly illuminating 
and practical. 

There has long been a need for a modern, adequate, and 
accurate textbook in English dealing with pathology of the eye. 
By not only presenting such an atlas but in addition bringing 
the clinic and the laboratory together, a real service has been 
rendered to ophthalmology. It is likely that this book will remain 
the standard authority in the field for a long time. 


Dible and Davie’s Pathology: An Introduction to Medicine and Surgery. 
By J. Henry Dible, M.B., F.R.C.P., Professor of Pathology in University 
of London, London. Third edition. Cloth. $13. Pp. 963, with 417 illustra- 
tions. J. B. Lippincott Compaiy, 227-231 S. Sixth St., Philadelphia §; 
(J. & A. Churchill, Ltd., 104 Gloucester Pl., Portman Sq., London, W.1], 
1950. 


This textbook was written to assist medical students who are 
studying human pathology for the first time. The style, scope, 
and content of the book indicate that the authors have had con- 
siderable experience in teaching elementary pathology. Photo- 
graphs and drawings are good and well chosen. The important 
aspects of the subject are clearly and concisely discussed, and 
detailed analysis of controversial points is omitted. Care is taken 
in the definition of terms, although some terminology, especially 
that concerned with the classification of tumors, is misleading 
and not generally accepted. A creditable attempt has been made 
to create a better understanding of the relationship between the 
structural changes in disease and other pertinent scientific facts. 
As is usual in elementary textbooks, this attempt falls far short 
of its objective. There is too much to be presented and too little 
space to present it in. The lack of a bibliography detracts from 
the usefulness of the book. A good bibliography is needed by the 
exceptional student in the beginning and by all students who wish 
to comprehend the more intricate aspects of pathology as they 
gain clinical training and experience. Briefly, this textbook is as 
good as many others written for a similar purpose. Criticisms 
are levelled at the lack of a broader purpose, namely, the sup- 
port of a continuing interest in pathology as the most objective 
point of departure for an understanding of the disturbances 
caused by many human diseases. 


Principles and Practice of Obstetrics. Originally by Joseph B. DeLee, 
M.D. By J. P. Greenhill, M.D., Attending Obstetrician and Gynecologist, 
Michael Reese Hospital, Chicago. Tenth edition. Cloth. $12. Pp. 1020, 
with 1140 illustrations. W. B. Saunders Company, 218 W. Washington Sq., 
Philadelphia 5; 7 Grape St., Shaftesbury Ave., London, W.C.2, 1951. 


This completely rewritten and revised edition continues on 
the high plane of its predecessors. This volume, divided into two 
major parts, is excellently and copiously illustrated with dia- 
grammatic, histological, and pathological plates in black and 
white and color. The first half of the book is concerned with 
the physiology of reproduction, pregnancy, labor, and the 
puerperium; the second half discusses the pathology of preg- 
nancy, labor, and the puerperium. The style is clear, lucid, and 
interesting. The terms employed are those agreed on by the 
authors of the principal obstetric texts. The treatment recom- 
mended is conservative and logical and reflects the methods of 
the senior author. The new edition, in toto, is a worth-while 
addition to any library and is an excellent textbook for the stu- 
dent and practitioner. 
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The Clinical Method in Psychology. By Robert I. Watson, Washington 
University School of Medicine, St. Louis. Under editorship of Gardner 
Murphy. Cloth. $5. Pp. 779. Harper & Brothers, 49 E. 33rd St., New York 
16, 1951, 


This book is designed primarily as a graduate text in clinical 
psychology. The author emphasizes that clinical methods in 
psychology, as conceived today, consists of applications of psy- 
chiatric principles and therapy that have been drawn from an 
overall body of literature that stems from dynamic findings in 
the fields of psychology, personality studies, psychotherapy, 
psychoanalysis, and anthropology. The recent trend toward a 
dynamic approach to psychology is considered mainly the result 
of Freud’s influence. 

The author describes clinical methods in child guidance, 
student guidance, personal guidance, and personnel guidance in 
industry. A large section of the book is devoted to diagnosis; 
several projective methods, including the Wechsler-Bellevue In- 
telligence Scale, the revised Stanford-Binet test, and the Vine- 
land Maturity Scale are described. The author has specifically 
omitted the Rorschach and many other projective diagnostic 
tests because they are sufficiently covered in other textbooks. 
About one-third of the book is devoted to the discussion and 
demonstration of the variability in psychotherapeutic method. 
Chapters on child psychotherapy and group psychotherapy are 
of considerable practical value. 


The Study of Instinct. By N. Tinbergen. Cloth. $7. Pp. 228, with 130 
illustrations, Oxford University Press, 114 Fifth Ave., New York 11; 
Amen House, Warwick Sq., London, E.C.4, 1951. 


This extraordinary book assembles a multitude of facts re- 
garding the objective behavior of animals, especially in regard to 
untaught, innate, or instinctive activity. The subject matter has 
great intrinsic interest, but it acquires added importance from 
the applications to human behavior sketched by the author in 
the concluding pages (page 205 ff.). The occurrence of certain 
errors is a conspicuous and almost inevitable characteristic of 
instinctive behavior; this is illustrated by a beetle caught in a 
physiological trap (page 26). In the realm of the reproductive 
functions, in particular, results of great significance have been 
obtained; an example is the extent to which substitutes for the 
-normal stimulus will release a given pattern of response (page 
115). The course of recent history clearly shows that survival 
of the human race depends on our ability to understand human 
behavior, to tolerate deviations, and to guide each other into 
constructive channels. This book is a substantial contribution 
to such understanding; it is earnestly recommended to criminolo- 
gists, psychiatrists, and psychologists as well as to health educa- 
tors, counsellors, and others who undertake to influence the 
behavior of their fellow men. 


The World’s Best Doctor Stories. Edited by Noah D. Fabricant, M.D., 
and Heinz Werner. Cloth. $2.50. Pp. 276. Garden City Books, Garden 
City, New York, 1951. 


Probably no two persons agree on what stories should be 
included in a book of this type; for this reason, it is permissible 
to state that there are some good, some fair, and some indifferent 
examples to be found. Some stories, such as Poe’s “horror” on 
mesmerism, are considerably less shocking to an adult than to 
a young, wide-eyed reader, as is Balzac’s tale of the atheist 
surgeon who unaccountably founded a special mass. Perhaps the 
most interesting feature of the book is the opportunity it affords 
one to muse on the public’s attitude toward physicians. Most 
of the contributions show a friendly attitude; a few, however, 
do not. The 24 selections run the gamut from tragedy, pathos, 
and stark realism to humor, gaiety, and the mystic. With such 
variety, every reader is certain to find enough to please him. 


Renal Function: Transactions of the Second Conference, October 19-20, 
1950, New York, N. Y. Edited by Stanley E. Bradley. Cloth, $3. Pp. 178, 
with 31 illustrations. Josiah Macy, Jr., Foundation, 565 Park Ave., New 
York 21, 1951. 


This small volume is a verbatim account of the Second Confer- 
ence on Renal Function, sponsored by the Josiah Macy, Jr., 
Foundation. It consists of a series of seven reports by research 
workers in the field of kidney function. Each report is followed 
by a discussion and an exhaustive list of references. The discus- 
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sion of each report is informal and conversational and is often 
longer than the report itself. This style makes reading difficult, 
for the conversation often jumps abruptly from one phase of 
work to another. Most of the reports are concerned with the 
effects of various hormones on renal function, and one report 
deals entirely with corticotropin (ACTH) and cortisone. The 
book will be of value only to those who are engaged in research 
on kidney function. Most of the work described is still in the 
experimental stage and would not have practical value in the 
ordinary clinical or hospital laboratory. 


Prescription Writing and Medical Jurisprudence. By Harold N. Wright, 
Professor of Pharmacology, University of Minnesota, Minneapolis. Fourth 
edition. Paper, ioose-leaf. $2.25. Pp. 114, with illustrations. Burgess Pub- 
lishing Company, 426-428 S. Sixth St., Minneapolis 15, 1951. 


In most instances in the relationship between the physician 
and the patient, the prescription is the contact point for therapy. 
It is the purpose of this well-organized manual to help instruct 
medical students in the fundamentals of this important facet of 
medical practice. In this edition the contents have been revised 
to accord with the titles and formulas of the current revisions of 
the official compendiums. In spite of the strong current trend 
toward the use of valuable new drug specialties, the emphasis 
in this manual remains on official drugs. For the purpose of 
teaching prescription writing, this is good, since controversy as 
to the merit of new drugs is avoided, and yet the manual affords 
opportunity for practice in writing suitable prescriptions for 
different forms of drugs. In view of the rapid decline in the use 
of Latin in prescription writing, the amount of space devoted to 
this subject seems excessive. The section on medical jurispru- 
dence concerns mainly legislation governing the prescription of 
narcotic, hypnotic, and other dangerous drugs and with the 
medicolegal aspects of drug prescription. 


Die Triibungsformen der menschlichen Linse. Von Dr. Hans Sautter, 
apl. Professor und Oberarzt an der Universitaéts-Augenklinik Tiibingen. 
Cloth, 49.80 marks. Pp. 139, with 191 illustrations. Georg Thieme, Diemer- 
shaldenstrasse 47, (14a) Stuttgart O; agents for U. S. A., Grune & Stratton, 
Inc., 381 Fourth Ave., New York 16, 1951. 


This is essentially a small atlas depicting the commoner dis- 
eases of the human crystalline lens as seen and studied with the 
biomicroscope. Most of the illustrations are good reproductions 
of remarkably clear, accurate, and instructive drawings. The 
accompanying text is lucid and concise, stressing the morpho- 
logical characteristics and the differential diagnosis of the various 
types of cataracts. The book is intended for and will be useful 
to graduate students and practitioners of ophthalmology to 
whom the larger atlases are not readily available. 


Medizinische Terminologie: Ableitung und Erklarung der gebrauchlichen 
Fachausdriicke aller Zweige der Medizin und ihrer Hilfswissenschaften. 
Herausgegeben von Dr. med. Herbert Volkmann. Thirty-fifth edition, 
edited by Dr. med. Kurt Hoffmann. Cloth. 28 marks. 1130 columns. 
Urban & Schwarzenberg, Thierschstrasse 77, Miinchen 22; Meinekestr. 13, 
Berlin W. 15, 1951. 


This edition has been thoroughly revised and brought up-to- 
date since the publication of the previous edition, eight years 
ago. It lists all important words, phrases, and names in current 
usage in medicine and the allied sciences, with their etymology, 
definitions, dates, and explanations. The main drawback is that 
the explanations are in German, and it requires more than a 
superficial knowledge of this language to make efficient use of 
this volume. 


Parasitic Animals. By Geoffrey Lapage, M.D., M.Sc., M.A. Cloth. $4. 
Pp. 351, with 113 illustrations. Cambridge University Press, Bentley House, 
200 Euston Rd., London, N.W.1; American branch, 51 Madison Ave., 
New York 10, 1951. 


The author discusses the different parasites, not as entities, 
but according to their modes of life, the way they develop, 
their entrance into the host, the effect of the parasite on the 
host, and the effect of the host on the parasite. The chapter on 
“Avoidance of the Parasitic Animal by the Host” is interesting, 
since it considers factors other than those usually included in 
prevention. The book is intended for general reading on the 
subject; it is readable and accurate and is recommended to 
persons who have a general interest in parasitology. 
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QUERIES AND 


TREATMENT OF CHRONIC NEPHRITIS 


To THE Epiror:—Please summarize the latest medical and 
dietary methods of treatment for chronic nephritis, especially 
of the types that follow prolonged hypertensive disease. 

H. F. Trautman, M.D., Logan, W. Va. 


ANSWER.—The treatment of chronic nephritis, or any other 
type of nonsuppurative bilateral renal disease with loss of func- 
tion not caused by obstructive uropathy, is based on a diet that 
will impose a minimal load and on a way of life that will main- 
tain morale without adding to renal load. The diet must pro- 
vide an adequate number of calories; otherwise it will lead to 
increased protein breakdown in the patient’s body. It must be 
low in protein, phosphate, and amine, with a mineral content 
that is neutral or slightly alkaline. Basically, such a diet re- 
quires grain containing a protein of high biologic value (rice, 
and sesame or the less satisfactory wheat, oats, and barley) and 
fat (oleomargarine or vegetable oils are preferred; but cream 
and butter are often permitted). Green vegetables, fruit, sugars, 
and syrups are permitted, but peas, beans, and nuts are restricted 
because of their high content of low value protein. Meat and 
cheese are usually barred when blood urea is over 80 mg. per 
100 cc. Adequate sodium (400 to 1,000 mg. a day) must be in- 
cluded and may be given as lactate when plasma bicarbonate is 
low. Cationic resins, given orally, may be used to lower serum 
potassium, and aluminum gels to lower phosphate. Fluid intake 
should be 2,000 to 2,500 ml. daily. If vomiting or diarrhea 
occur, the decrease in fluids, sodium, and potassium may be- 
come serious and require intravenous replacement. Tube feed- 
ing, preferably with mixtures of dextri-maltose® and cream, 
may be necessary, as it is impossible to give safely more than 3 
liters of 5% dextrose intravenously, which will supply only 600 
cal. a day; 1,600 cal. is the minimum required to prevent break- 
down of body protein. Thick mixtures that minimize vomiting 
can be given by Ewald tube. These dietary measures are not 
recent developments. The use of dialysis (artificial kidneys) has 
now established this as a most effective method for temporarily 
restoring normal blood levels of electrolyte and nitrogenous 
wastes. In chronic uremia, in extremis, such a procedure may 
give a clinical remission of many weeks’ duration. Implantation 
of a human kidney has given somewhat longer remission. 


DISINFECTION OF BOOKS 


To THE Eprror:—What precautions should be taken with books 
to prevent the spread of contagious disease? 


Julia Baker, M.D., Campos Eliseos, Mexico. 


ANSWER.—Ordinarily, little concern is given now to books as 
vectors of disease. At one time, fumigation was commonly used, 
but this method was found ineffective for the destruction of 
bacteria. For terminal disinfection, fumigation has been almost 
totally abandoned. Books in the patient’s room may be treated 
much the same as other articles that cannot be boiled or washed 
with soap and water. Books should be exposed to sunlight if pos- 
sible, and the room should be aired for at least 12 hours. Daily 
newspapers and magazines are allowable because they can be 
burned later. Books from public libraries are probably never 
responsible for the spread of common contagious diseases. Even 
if they have been contaminated, the bacteria do not live long; 
however; there is at least one outstanding exception to the fore- 
going statements. Smallpox is more likely to be transmitted by 
inanimate objects than is the case with any of the other common 
contagious diseases. Books or personal belongings of a smallpox 
patient should, if possible, be destroyed. If not, they should be 
autoclaved at about 15 lb. pressure for 30 minutes. 


The answers here published have been prepared by competent authorities. 
They do not, however, represent the opinions of any official bodies unless 
specifically stated in the reply. Anonymous communications and queries on 
postal cards cannot be answered. Every letter must contain the writer's 
name and address, but these will be omitted on request. 
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MINOR NOTES 


PERSISTENT DIARRHEA 


To THE EpItor:—A 38-year-old woman has had dysentery since 
August, 1950. Prior to the onset of dysentery, she had a gen- 
eral examination including stomach and colon roentgeno- 
grams, gastric analysis, blood cell count, and Kahn test. All 
of these were normal. She has been having frovn 3 to 12 stools 
daily and has at no time noticed blood in the stools. She has 
slight tenderness over the colon. Proctoscopic examination of 
25 cm. of the rectum is normal. Stool examinations show a 
few cysts of Endameba coli, but no End. histolytica. Cultures 
of the stools revealed an organism with the characteristics of 
Shigella paradysenteria Sonnei. This patient has received the 
usual medicaments for this condition. The character of the 
diarrhea has not changed, despite the treatment. One stool 
culture in May, 1951, was negative. The patient has not lost 
any weight. | should like to have suggestions for treatment of 
this form of diarrhea. We treat numerous cases of dysentery 
in this area, but this is the most stubborn 1 have ever en- 


countered. Stanley W. Bohmfalk, M.D., Weslaco, Tex. 


ANSWER.—The history reported is suggestive of the irritable 
bowel syndrome following infectious diarrhea; however, the 
history prompts several other questions. A diarrhea of this kind 
could be associated with a small bowel disease, and it would be 
well to make a roentgenologic examination of the small intestine. 
A gastric analysis might also be undertaken to determine if there 
is absence of the gastric juices. This could be a hypermotility 
disturbance, and a trial of methantheline (banthine*) bromide 
or some similar drug might be worth while. Apparently, all 
serious diseases of the large intestine have been ruled out. 


SHOCK FROM ELECTRICITY 


To THE Epitor:—A linesman was electrocuted by touching a 
wire of 2,300 volts. How much electricity is necessary to 
electrocute a person, and how long must the electricity be 
applied? Does a body “hold” electricity, and can anyone else 
he shocked after the source of electricity has been removed? 
What treatment should be given, both immediately and later, 
if the patient lives? What are the pathological changes that 
occur after such an accident? 


James H. Barnebee Jr.. M.D., Crowell, Texas. 


ANSWER.—In two cases of fatal shock, the intensity of the 
current was less than 110 ma. Some authorities state that cur- 
rents as low as 25 ma. have been fatal. In other cases, currents 
of many amperes, causing severe local burns in the extremities, 
have failed to cause death. The reason for the wide variation 
is that the particular path taken by the current in the body ts 
very significant, the heart being most vulnerable; moreover, 
within each cardiac cycle there is a refractory period, during 
which the heart is less susceptible to shock than it is at other 
times, so that the exact instant of the discharge is extremely 
important in deciding the outcome. A single discharge has some- 
times sufficed. The duration of flow can therefore be less than 
1 millisecond. Since the body as a whole is a conductor, it be- 
comes part of a condenser whenever it is separated by a di- 
electric from any other conductor. The thinner the dielectric 
and the greater the opposed areas of the two conductors, the 
greater the capacity of the condenser so formed. Under favor- 
able conditions, the capacity of this condenser would reach 1 
millimicrofarad. Charged at 1,000 volts, it could deliver 0.000001 
coulombs, which would maintain a current of | ma. for 0.001 
second. Under certain conceivable special conditions, this quan- 
tity could be still further increased and could give a perceptible 
shock to another person. 

The two immediate problems of treatment concern the sus- 
pended respiration and the ventricular fibrillation; both are 
urgent. If the heart is not fibrillating, immediate attention must 
be given to the breathing; artificial respiration must be started 
at once. If the ventricles are fibrillating, one authority recom- 
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mends slow intracardiac injection of 50 cc. of serum containing 
either 10 to 20 mg. of acetylcholine or 20 to 30 mg. of adeno- 
sinetriphosphoric acid. Since neither is likely to be at hand under 
any circumstances and 10 minutes of ventricular fibrillation is 
believed to be the longest compatible with survival, this recom- 
mendation is of doubtful value. Whereas intracardiac injection 
of atropine and epinephrine have also been recommended, punc- 
ture of the myocardium is itself traumatic, and many are of 
the opinion that intracardiac injection of epinephrine can only 
make the fibrillation worse and preclude all chances of spon- 
taneous recovery. If the patient survives the shock at all, no 
specific treatment is indicated. 

In the brief period that usually intervenes between shock and 
death, no characteristic pathological changes have time to de- 
velop. If there is apnea in the presence of normal heart action, 
the patient becomes cyanotic. If the ventricles are fibrillating, 
the patient is pale, and the subsequent necropsy shows passive 
congestion. Patients who survived have shown various mental 
symptoms, paralyses, paresthesias, and atrophies. The underly- 
ing neuroanatomic changes have been extensively studied and 
are largely explained on the basis of vascular damage in the 
brain and spinal cord. Mental disturbances that develop in pa- 
tients undergoing shock therapy are treated symptomatically, as 
are the other disorders mentioned. No other characteristic 
sequelae are to be anticipated from the shock per se. 


CO. CONTENT OF POSTMORTEM BLOOD 
To THE Epttor:—/f blood is taken about 15 to 30 minutes after 
death, what should the CO, content be, and what value can 
be attached to the findings? 
Arnold M. Smythe, M.D., Des Moines, lowa. 


ANSWER.—Few studies have been published on the carbon 
dioxide content of blood shortly after death. In one institution, 
determinations in two cases were found to be below the normal 
mean. In the first, the serum carbon dioxide level two hours 
after death was 7.6 mM per liter (16.9 cc. per 100 cc.); and 
in the second, the carbon dioxide of the whole blood (from 
finger) was 12.0 mM per liter (26.7 cc. per 100 cc.) just before 
death, and 12.6 mM per liter (28.04 cc. per 100 cc. left ven- 
tricular blood) 25 minutes after death. This was from a white 
man, 39 years old, suffering from mitral stenosis with repeated 
emboli, who died of shock and anuria soon after a partial valvu- 
lectomy. Dr. Richard Singer, who has been studying such mat- 
ters for years, loaned the writer a 135-page monograph, “In- 
vestigations on Agonal Acidosis” (translated by Hans Ander- 
sen, New York, Stechert-Hafner, Inc., 1948) written by the late 
Ib Fabricius Hansen. This careful study, based on 7 normal and 
38 “agonal” cases (i. e., just before or from 2 to 10 minutes after 
death) included 17 chemical determinations in each case. The 
plasma carbon dioxide content was found to be low, that is, 
below 25 mM per liter (56 cc. per 100 cc.) in 16 of the 31 post- 
mortem cases; high, that is, above 29 mM per liter (65 cc. per 
100 cc.) in 5; and within normal range in the remaining 10. As 
the pH in this series was low in every case (10 being below 7.0), 
in most of the cases a combination of metabolic and respiratory 
acidosis is indicated, with the possibility of low, normal, or high 
carbon dioxide content. 

These details are given as this monograph is rare, and very 
few copies probably are to be found in this country, and also 
because the data furnish an example of how the single deter- 
mination of the carbon dioxide content of blood may be mis- 
leading. Of five colleagues experienced in blood chemistry, two 
thought that on theoretical grounds the value should usually 
be decreased. Three favored an increase, chiefly due to the in- 
crease of blood lactic acid resulting from enzymatic glycolysis. 
All agreed, however, that variables, such as the kind of disease 
and the course of the individual case, would be preponderant 
factors. Even “normal” controls would be hard to obtain in post- 
mortem blood, as normal persons suffering violent deaths are not 
likely to be immediately available for cardiopuncture. 

An answer to this query, therefore, must be limited to the 
statement that the amount of blood carbon dioxide taken in the 
first half hour after death will vary considerably but will tend 
to be low and that the value to be attached to these findings 
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will depend on a number of variables, especially those consid- 
ered above. It is doubtful, therefore, if determination of the 
carbon dioxide content of postmortem blood will ever be suit- 
able as a test for forensic purposes. 


ACHONDROPLASIA 


To THE Epitor:—A 9-year-old girl with achondroplasia has been 
followed since the age of 2. She has grown to the size of a 
5 or 6 year old, and the epiphyses are not yet closed. Would 
pituitary growth hormone stimulation or other hormonal ther- 
apy be of value for her? Is there any other new therapy or 
information or an experimental center to which I could refer 


this patient? R. S. Averill, M.D., Chula Vista, Calif. 


This inquiry was referred to three consultants, whose respective 
replies follow.—Eb. 

ANSWER.—Delayed epiphyseal closure is unexpected—and 
fortunate—in achondroplasia, although the growth of the long 
bones in this disease arises essentially from the diaphysis rather 
than the epiphysis. It is suggested that the patient have an ade- 
quate intake of dicalcium phosphate, best supplied as milk, and 
slightly elevated vitamin D intake until closure occurs. Prosthetic 
surgery might be considered. Information is not available as to 
any hormone or endocrine dysfunction associated with or re- 
sponsible for achondroplasia. 

ANSWER.—There is no therapy that can be recommended with 
any reasonable degree of optimism. In regard to the growth hor- 
mones, growth may be accelerated by one of the following prep- 
arations: (1) growth hormone (Evans, H. M.: Growth Hormone 
of Anterior Pituitary, J. A. M. A. 104:1232 [April 6] 1935), sold 
under the trade name antuitrin®-growth by Parke, Davis & Com- 
pany; (2) growth hormone and thyroid (Bayer, L. M.: Growth 
and Treatment of Dwarfs and Giants, J. Clin. Endocrinol. 4:297, 
1944), (3) chlorionic gonadotropin (Finkler, R. S.; Furst, N. J., 
and Cohin, G. M.: Present Status of Use of Male Sex Hormones 
[Testosterone Propionate] and Chorionic Gonadotropins as 


.Growth Stimulating Factors, J. Clin. Endocrinol. 2:603, 1942); 


and (4) testosterone propionate (Finkler and co-workers). If after 
an observation period of six months it becomes obvious that the 
patient’s height and weight have not increased, treatment with 
one of these preparations should be begun. For further informa- 
tion, see “The Diagnosis and Treatment of Endocrine Disorders 
In Childhood and Adolescence,” by Lawson Wilkins, Spring- 
field, Ill., Charles C Thomas, Publisher, 1950. 

ANSWER.—There is no evidence that achondroplasia is an 
endocrine disorder; all attempts to stimulate growth with various 
hormones have been ineffective. 


LABORATORY DIAGNOSIS OF TULAREMIA 

To THE Eptror:—An 8-year-old boy played with the carcass of 
a wild rabbit five or six days before the onset of symptoms. 
Two days before he was seen by a pediatrician, he had a 
temperature of 104 to 105 F and generalized aches and 
anorexia. The only significant physical findings were a 
0.5 cm. shallow, crusted ulcer on the right upper arm, 
several slightly tender, moderately enlarged lymph nodes 
in the right axilla and several smaller, hard nodes in 
the left axilla. A tentative diagnosis of ulceroglandular 
tularemia was made, and aureomycin hydrochloride, 250 meg., 
was administered every six hours. There was dramatic im- 
provement within 30 hours, the patient's temperature dropping 
to normal. Treatment was continued for seven days. The boy 
recovered and has remained well. Serological tests for typhoid, 
paratyphoid, tularemia, brucellosis, and Weil-Felix reaction 
were normal one, three, and five weeks after the illness, Will 
early treatment prevent the formation of a significant antibody 
titer to tularemia? 

Ben T. Galbraith, M.D., McAlester, Okla. 


ANSWER.—It is possible for serum agglutinins to fail to 
develop in a person recovering from tularemia, with or without 
early therapy; however, early effective therapy usually does not 
hinder the development of serum antibodies. The experience 
with culturally proved cases is too small to be more than indica- 
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tive, but, of six such cases successfully treated with streptomycin 
on the first, second, and third days of the disease, serum ag- 
glutinins appeared in all patients, and rose from 1:320 to 1:2,560 
within two to three weeks after the onset. In treating tularemia, 
aureomycin hydrochloride, chloramphenical, and terramycin 
hydrochloride, although clinically highly effective, are bacterio- 
static, not bactericidal like streptomycin, and it is unlikely that 
any of these agents is more effective than streptomycin for anti- 
body inhibition. 

Difficulties are likely to occur in unproved cases. There was 
an odd, and apparently unique, appearance and disappearance 
of serum agglutinins in Pulaski and Amspacher’s case 4 (Am. 
J. M. Sc. 214:144 [Aug.] 1947) after streptomycin therapy was 
given for an ocular infection that may have been tularemia. 
This may be true of your patient; however, there is no conclusive 
evidence in either instance. In the above discussion, it is assumed 
that the utmost confidence can be placed in serum agglutination 
test techniques and interpretations. With repeated testing, as 
described above, any titer, even one as low as 1:20 or 1:40, has 
significance, if it represents genuine agglutination. 


TESTS FOR SYPHILIS 


To THE Epiror:—/. Have any serologic tests for syphilis been 
developed that are more accurate than the Kahn test? 2. Are 
there any tests that are more apt to give a false positive 
result? 3, At what titer does a Kahn test assume significance? 


John P. Gifford, M.D., Vero Beach, Fla. 


ANSWER.—None of the three questions raised can be answered 
without qualification. 1. The accuracy of a test for syphilis has 
two aspects, sensitivity and specificity. A test having high 
sensitivity in the detection of syphilis is likely to have low 
specificity and to give a considerable number of false positive 
reactions. A test low in sensitivity is likely to be high in 
specificity. If only the question of the specificity of the Kahn 
test is considered, the answer might be found in the serologic 
results of the annual official evaluation surveys of tests for 
syphilis. These are carried out under the auspices of the National 
Advisory Serologic Council, U. S. Public Health Service. Ac- 
cording to reports of this council, the Kahn test has given no 
false positive reactions in 15 such surveys conducted since 1937 
(Kahn, R. L.: Serology with Lipid Antigen with Special Refer- 
ence to Kahn and Universal Reactions, Baltimore, Williams & 
Wilkins Company, 1950, p. 119). No other tests, including those 
employing a cardiolipin antigen, showed as high a record of spec- 
ificity in these surveys. The spirochetal immobilization test of 
Nelson and Mayer (Immobilization of Treponema Pallidum in 
Vitro by Antibody Produced in Syphilitic Infection, J. Exper. 
Med. 89:369, 1949) is probably more specific than any of the 
serologic tests involving lipid antigen, including the Kahn test. 
However, this test is relatively low in sensitivity in early syphilis 
(Magnuson, H. J., and Thompson, F. A. Jr.: Treponemal Im- 
mobilization Test of Normal and Syphilitic Serums, J. Ven. Dis. 
Inform. 30:309, 1949) and is, as yet, extremely difficult to per- 
form. It should not be assumed from the high specificity record 
of the Kahn test in official evaluation studies that the test is free 
from false positive reactions. There is no test for syphilis carried 
out with lipid antigen that does not in certain instances give 
such reactions. Therefore, positive serologic reactions in the 
absence of clinical and epidemiological evidence of syphilis 
should always be interpreted with caution. Regarding sensitivity, 
the annual surveys have reported that other serodiagnostic tests 
at times have higher sensitivity than the Kahn test, especially in 
treated cases of syphilis. 

2. It is difficult to say which tests are more apt to give false 
positive results. According to the reports of the above-mentioned 
surveys, a test that gives false positive reactions in a given survey 
may give none in several other surveys and then give several in 
a subsequent survey. 

3. In a person with a lesion suggestive of early primary 
syphilis, even a doubtful serologic reaction may be highly sig- 
nificant, because, in a matter of days, this borderline reaction 
may prove to be the forerunner of a strong reaction of high titer 
associated with syphilis. On the other hand, in a person in whom 
clinical and epidemiological studies indicate absence of syphilis, 
a relatively high titer, such as positivity in 1:8 or 1:16 serum 
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dilutions, may not prove significant, especially when the titer 
gradually drops to negativity spontaneously, suggesting a false 
positive reaction. It is safe to interpret positive reactions given 
by serologic tests for syphilis only in relation to clinical and 
epidemiological observations. 


SURANYIS CANCER TEST 


To THE Epiror:—Please tell me the technique for performing 
Suranyi’s test for the albumin reaction for the diagnosis of 
carcinoma. Philip Norman, M.D., New York, N. Y. 


ANSWER.—The Suranyi test is based on the idea that certain 
acids enable iodine in potassium iodide to precipitate the pro- 
teins more readily in the serum of cancer patients than in that 
of normal subjects. Suranyi used hydrochloric acid, acetic acid, 
or sulfosalicylic acid. According to Homburger’s review (Evalu- 
ation of Diagnostic Tests for Cancer: Methodology of Evalua- 
tion and Review of Suggested Diagnostic Procedures, Cancer 
3:143 [Jan.] 1950) there is no particular merit to this test. Its 
original description may be traced back through the references 
given by Homburger. 


LOW SALT DIET AND HYPERTENSION 


To THE Epriror:—/ have been on a low salt diet because of 
hypertensive heart disease. Nonproiein nitrogen is normal, 
and there is no decompensation. It has occasionally been my 
custom to take “Sal Hepatica” and, oftener, a glass or two of 
“Saratoga Geyser” water, containing sodium chloride and 
sodium bicarbonate among other ingredients. Could either of 
these products prove harmful under such circumstances? 


Reginald Van Woert, M.D., Rabena, N. Y. 


ANSWER.—The salt content of the diet need not be so strictly 
controlled in the treatment of congestive heart failure, but, if 
the intent is to reduce blood pressure and so spare the heart, 
restriction of salt must be severe. The use of saline cathartics 
or mineral waters would thus defeat the latter aim and probably 
jeopardize the former. It is certainly better to err on the side of 
too little salt than take chances with too much. 


ALLERGY 


To THe Eprror:—/ believe that most of the colds referred to 
in the answer to the question on allergy in THE JOURNAL 
(147:/399 [Dec. 1] 1951) are caused by food allergy rather than 
by infection. The initiation of the allergy in the nose results 
in symptoms suggesting a head cold, which are associated or 
followed in a few hours or a day by allergic bronchitis or 
asthma. The fever, often present for one or two days, may 
also be caused by food allergy. When fever and bronchial 
symptoms continue for four or more days, a secondary in- 
fection may have developed. When food allergy is controlled, 
infectious colds usually occur without asthma, thus disprov- 
ing the idea of infectious asthma. Inhalant allergy, at times 
associated with food allergy, must be properly treated. It, how- 
ever, rarely causes cyclic attacks of asthma initiated by colds. 

I have, for many years, reported on the frequent decrease 
of nasal and bronchial allergy caused by foods, during the 
summer. Its reactivation between late August and December 
reestablishes the recurrent colds with allergic bronchitis or 
asthma. If the food allergy is not recognized, infection is 
usually assumed responsible and the condition incorrectly 
diagnosed as infective asthma. The study of food allergy by 
use of my cereal-free elimination diet, modified according to 
published directions, has confirmed the above conclusion. To 
establish this theory, it was usually necessary to use this diet, 
which excludes all cereals as well as milk, eggs, chocolate, 
fish, and other less allergenic foods, rather than a simple 
wheat, milk, and egg-free diet. Failure to use this diet accu- 
rately, to insist on strict exclusion of traces of excluded foods, 
and to continue the diet for adequate periods, while possible 
food allergy was studied, accounts for the failure to recognize 
the role of food allergy, which is equally important, in my 
experience, to inhalant allergy and infective asthma. 

Albert H. Rowe, M.D. 
490 Post Street, San Francisco 2. 
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